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SUMMONS IN A CIVIL ACTION SUMMONS A. 3 


. CIV. | 

(r«r«»rlr D. C. r«vfn Kt.lt* K**. <( id, 


liuitcit S’latrjiT JJuUrirt QJmtrf 

FOR THE 

SOUTHERN DISTRICT OF NEW YORK 


Civil Action File No. 


STERLING DRUG INC., 

WINTHROP PRODUCTS, INC. and 
HREON LABORATORIES, INC., 


Plaintiffs 


CASPAR W. WEINBERGER, Secretary of 
Health, Education and Welfare, and 
ALEXANDER M. SCHMIDT, Commissioner 
of Food and Drugs, 


Defendants 


(tujf) 


SUMMONS 


To the above named Defendant : 

You are hereby summoned and required to serve upon Rogers Hoge & Hills 


plaintiff’s attorney , whose address is 90 Park Avenue, New York, New York 10016 


an answer to the complaint which is herewith served upon you, within 60 days after service of this 
summons upon you, exclusive of the day of service. If you fail to do sc, judgment by default will be 
taken against you for the relief demanded in the complaint. 


Date: September 30, 19 74 


irU&yA _ .El.f&ito.i-ii 
. ' , /'Y _ Clrjj: of Comt. 

s/„ -»D--_.. 

I Deputy Cleric. 


[Seal of Court] 


NOTK:- TkL »«««, h l-'<rd pur-u.ml la Ilulr I of the frdrr.l Pol,, of Chll IWrduir. 
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the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. §301 et_ 
secj. ("the Act") . Defendant Weinberger has a place of 
business in the District of Columbia. 

5. Defendant Alexander M. Schmidt ("Schmidt") 
is Commissioner or Food and Drugs and has been delegated 
responsibility for enforcing the Act. Defendant Schmidt 
has a place of business in Rockville, Maryland. 

6. Vhe matter in controversy herein exceeds the 
sum or value of $10,000, exclusive of interest and costs 
and arises under the United States Constitution, Amendment 
V, the Federal Food, nrug, and Cosmetic Act, 21 U.S.C. 

§301 et seq ., Administrative Procedure Act, 5 U.S.C. §551 
et seej. , and 28 U.S.C. §§1331, 1332, 1337, 1651, 2201 and 
2202. Venue lies in this District pursuant to 28 U.S.C. 

I 

§1391(e). 

FIRST CAUSE OF ACTION 

7. Sterling and Winthrop are adders of approved 
new-drug applications (NDA's) Nos. 8-530 and 10-613 for the 
prescription drug Alevaire, a mucoevacuant aerosol pre¬ 
paration which is indicated for use in chronic, obstructive 
lunr- conditions to aid in the evacuation of broncho-pul¬ 
monary secretions. Alevaire is composed of an active in¬ 
gredient tyloxapol, in a vehicle of water, 2 percent 
sodium bicarbonate and 5 percent glycerine. Alevaire has 
been marketed in this country under approved NDA's since 
1952 and since 1965, marketing and distribution has been 
the responsibility of Breon, a wholly owned subsidiary of 
Sterling. Winthrop, also a wholly owned subsidiary of 
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Sterling, has responsibility for the marketing and distri¬ 
bution of Alcvaire outside the United States. 

8. By notice dated December 1, 19C8, the Food 
and Drug Administration ("FDA") issued a proposal to with¬ 
draw approval of the NDA's for Alevaire on grounds of lack 
of proof of effectiveness. Plaintiffs duly compiled and 
submitted evidence confirming the effectiveness of Alevaire, 
including, but not limited to, two new clinical studies 
which they contended were adequate and well-controlled. 

One study, by Drs. William F. Miller and Pedro Paez ("the 
Miller-Paez study") compared Alevaire to v/ater and saline, 
the two most commonly used mucoevacuant agents. The other 
study, by Dr. Burton K. Cohen, compared Alevaire to water. 
ThwCC ntudlcc V.’CrC n n Tnnr> 1 Q7H 

3 • by uiuci uatcu 27 § 1S71 / rCn 

that in its opinion, the Miller-Paez and Cohen studies wore 

not adequate and well-controlled, and ordered the *v h- 

. . • - 

drawal of approval of the NDA's for Alevaire o. 

proof of effectiveness! ' A*copy-of sail 1 order 

is attached hereto as Exhibit 1. Plaintiffs th-n appealed 

- . ’ 

from that order to the-United States Court of Appeals fcj 

*' <■ 

the Second Circuit in Docket 71-1898. After the record 
had been filed and plaintiffs herein (petitioners therein) 
had printed and filed the record and briefs, defendants 

i 

herein (respondents therein) confessed error add moved to re- 

, l 

mand the matter to the FDA for further consideration. The 
motion was granted and in Jarjary 1972 the matter reverted L. 
the FDA. j 

10. FDA took over a year, until March 2, 1973, 
to issue a new order notwithstanding that the evidence which 
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FDA reviewed had not changed in any way. FDA's new order 
repeated the assertions that the Millcr-Paez and Cohen 
studies were not adequate and well-controlled and again 
ordered the withdrawal of approval of the NDA's for 
Alcvaire on the grounds of lack of proof of effectiveness 
pursuant to Section 505(e)(3) of the Act, 21 U.S.C. §355 
(e)(3). A copy of the withdrawal order of March 2, 1973 

j . 

("March order") is attached hereto as Exhibit 2. 

11. The principal ground set forth in the March 
order for rejecting the Miller-Pacz and Crhen studies was 
that: 

"In the case of Alevaire, a comparison 
of the results of use of the drug itself 
with an inactive preparation designed to 
resemble Alevaire must be utilized. Thus, 
to establish effectiveness, the studies re- 

iiBu uji would iiavc Lo at least compare Alevaire 

. .... .... ..... . • * «* 

wv/ ^i-wuucc own eu cm QtjUCt uta &U1 U L. —w.i VJ - 

2 percent sodium bicarbonate and 5 percent 
glycerine. None of the studies or articles 
cited make such a comparison." 

Specifically, for each of the Millcr-Paez and Cohen studies, 
the order stated: 

"Most importantly, the test did not 
compare Alevaire to a proper control, e.g. 

Alevaire minus tyloxapol, in other words a 
solution of 2 percent sodium bicarbor.ate, 5 
percent of glycerine and 93 percent water." 

12. Plaintiffs promptly filed a Petition for -• 

•t 

Reconsideration, supported by the affidavit s of recognized " 
experts in the field as well as by affidavits from Drs. j 

Miller and Cohen. Each stated his opinion that, while the 

i 

control suggested by FDA in its order was s-.itable, the 
controls utilized by Drs. Miller and Cohen were equally val i * 
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ntiffs also pointed out that the 
^ropriate under the Act are FDA's 
<ted thereunder, 21 C.F.R. 
now recodified as 21 C.F.i 114.111) 
ithdrawal order in August i f '1, 
l' was an appropriate con rol. 
r.rd plaintiffs that the P< cion 
d be denied, and thereatt ilain- 
thc United States Court o 
n Docket 73-1628. On Ju) 
tion had vested in the C' 

. y revoked its withdrawal 
) and simultaneously mov ■ 
the appeal. A copy <• 


i-> >.»* h.‘ c. 

>r- r t m. 

•. i r»>tl If. . Mt 

' I ,'t i • f 


I • o.. 

I» * 

iin hi c i 

- * i. 
1* 


tpeals 

1, 1973, 
of 

xr of 
a the 


le 


I • j ■ wcncutu ItCXCLU CLO iiAilliJX • 

iu t 7, 1973, while the motio* t dis- 
w.s t ■ ling, FDA issued a third w . lrawal 
• j< This, order abandoned the aunds 

r, but instead, and for tit first 
L theory that Alevairc was fixed- 
tiie meaning of 21 C.F.R. S 36, for 
-•ffc rtiveness wouxd be a s* dy 
tovaire les.- tyloxapol, ''lev re less 
/ levaire less tyloxapol and so ^ nm 
or." A copy of this order i> ttachtl 

i •nd.i.its 1 motion to dismiss plain ffs' 

- cider was denied, and when p intiffs 


v r 




appealed from the August order as well in Docket 73-2481, 
the two appeals were consolidated. 

16. By decision dated May 2, 1974, the Court of 
Appeals reinstated approval of the NDA's for Alcvairc. 

As to the appeal from the March order, the Court stated 
that this order "for the first time" voiced the opinion 
that the only proper "control" against which to test 
Alevaire was: 

"Alevaire minus tyloxapol. In other- 
words, a solution of 2% sodium bicarbonate, 

5% glycerine and 93% water." 

The Court noted that plaintiffs' Petition for Reconsidera¬ 
tion of the March order contained: 

"an extensive rebuttal of the grounds on 
which the order was based, which, i \ light 
of subsequent events, was apparently well 
taken." 

As to FDA's third withdrawal order of August, 1973, the 
Court stated that: 

"This third order abandoned the grounds on 
which the prior two orders of ;'arch 2, 1973 
and August 27, 1971 had been based." 

The Court then concluded as to the March order: 

" The March 2, 1973 Order 

The appeal from the March 2, 1973 order , 

denying a hearing and withdrawing appro'-al 
of the Alevaire NDA's is in a c.rioun' 
posture. Subsequent co the taking of 
the appeal, the March 2 order vs terminated 
. by the FDA's order of June 14, 1973 which 
granted petitioners' application fc.\ recon¬ 
sideration of their requests for a hearing 
and reinstated approval of the Alevaire 
NDA's." 

The respondents' brief states: 'We confessed 
error in that order (> f March 2, 1973) before 


- 6 - 
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this Court on November 9, 1973 and 
petitioners objected. We again confess 
error, with the hope that petitioners 
will not look a gift horse in the 
mouth a second time.' 

Concededly erroneous though it was, and 
despite the continuing pendency of the 
appeal, the March 2 order is no longer 
in force and effect. We fail to see 
what relief could be granted to petitioners 
under these circumstances. The appeal from 
the March 2, 1973 order must be dismissed 
as moot." 

A copy of the aforesaid decision is attached hereto as 
Exhibit 5. 

17. As shown by said decision, the August orde 

was set aside on the grounds that defendants, by raising 

the fixed-combination theory for the first time in that 

order, had arbitrarily violated plaintiffs' rights. The 

Court stated: r • 

"Viewed in the light of the extended 
prior proceedings and the two prior orders 
of withdrawal without a hearing on quite 
different grounds, terminated by the FDA 
only after petitioners had appealed to 
this Court, it is.apparent that the FDA 
arbitrarily disregarded the requirements 
of the statute and its own i• gulations. 

The order of August 7, 1973 is invalid 
and must be set aside and the original 
approval of the NDA's for Alevairc 
reinstated." 

The Court concluded• 


"While there is little in the rec'jrd now 
before us to support the proposition that 
Alevaire is a fixed combination drug within 
the meaning of 21 C.F.R. 3.86, it is not for 
this Court to pass on the question on this 


appeal. If the FDA pro pose s to withdraw 
approval o f the NDA's f or Alevai re o n th e 
gro und that it is ineffective as a fix ed 
combiiialj on drug, i‘. lolJo.v the pro- 

codure required by the statute uiui requlations. 
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It must give the petitioners notice of the 
specific grounds proposed for withdrawal, j 

an opportunity to present evidence showing 
that they are entitled to a hearing, and 
a hearing if that is shown to be required. 

The FDA may then determine the question on 
a full and proper record, subject, of course, 
to petitioners' right of appeal to this Court 
from an adverse determination." (Emphasis added) 

18. Defendants have not sought to appeal the 

i 

aforesaid decision of the Court of Appeals and their time 
to do so has expired. 

19. As a result of the foregoing, the parties 
hereto have litigated defendants' contention that the 
effectiveness of Alevaire can appropriately be tested only 

I 

against its vehicle, namely, a control solution of 2% sodium 
bicarbonate, 5% glycerine and 93% wat^r. As set out above, 
it is clear that defendants have previously conceded the 

» 1 

11m L'Ji'J L'i I J_ U 'Jwll ►'jr.LLCn 2nd • l w 


abandoned said contention. 

20. Said formal concession and said abandonment 


i 


made in and before the Court c. r Appeals are binding upon de¬ 


fendants . 


21. The decision of the Court of Appeals makes 

I 

clear that defendants' said contention has teen abandoned 

l 

as erroneous and that the proceeding based therein hij been 

I 

"terminated." The decision does not contemplate an by its 


terms bars any new proceeding based on said contention. 

22. Nevertheless, by Notice dared August 1, 1974 
appearing in the Feder al Re giste r of August 13, 1974, 39 
1 f>< 3 » hcg . 29013-29014 , defendants have issued a now proposal 







to withdraw approval of the NDA's for Alcvaire. Said pro¬ 
posal is based, in part, on the proposition that: 

"evidence rust be presented that Alcvaire 
is more effective than its admittedly active 
vehicle. Development of ouch evidence would 
require a two-group trial: patients treated 
with the vehicle (water, bicarbonate, and 
glycerin) alone vs. patients treated with 
Alcvaire. In this instance, a comparison 
of Alevairc with water or saline [as in the 
Miller-Paez and Cohen studies] does not address 
the question of whether tyloxapol is an active 
drug, since any difference seen favoring 
Alevairc could bo the result of the bicarbonate." 

A copy of said Notice is attached hereto as Exhibit 6. 

23. Pursuant to sa:'d Notice, plaintiffs are 
required to present evidence to defendants by October 15, 

1974 or face withdrawal of approval of their NDA's. 
Plaintiffs, by their attorneys, requested an extension of 
said date, which request has been denied by defendants. 

24. Insofar as the new Notice if? HnRor' r>n ^n Sccno 
already litigated, previously conceded by defendants to be 
erroneous, defendants are barred by the doctrines of res 
judicata and/or collateral estoppel from again raising said 
issue. 

25. By reason of their formal abandonment and 
concession on said issue in the prior litigation, defendants 
ire estopped from again raising said issue in their new 
Notice. 

26. The pendency of said improper and unlawful 
proceeding is and, unless enjoined by this Court, will con¬ 
tinue to cause irreparable damage to the reputation and 
sales of plaintiffs' product, Alevairc, and te the reput •- 
tion of plaintiffs and will cause plaintiffs to incur th 
time and expense of participating in said imj • oper and 
unlawful proceeding. 
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SECOND CAUSE OF ACTION 

27. Repeat and reallege as if fully set forth 
herein the allegations contained in paragraphs "1" - "18", 
"23" and "26" above. 

28. As stated by the Court of Appeals 

"There is little in the record now 
before us to support the proposition 
that Alevaire is a fixed combination 
drug within the meaning of 21 C.P.R. 

3.86 ..." (Slip Op. p. 3137) 

Nevertheless, defendants in their new Notice, in addition 
to the grounds described in the First Cause of Action, 
also seek to withdraw approval of the NDA's for Alevaire on 
the theory that Alevaire may be a fixed-combination drug an< 

that appropriate test data for Alevaire as a fixed-combina- 

< 

tion drug are lacking. 

I 

I 

29. In thus proceeding against plaintiffs, de¬ 
fendants are purportedly acting pursuant to Section 505(e) 
(3) of the Act, 21 U.S.C. §355(e)(3),which provides that 
approval of an NDA may be withdrawn by the Secretary if, 
"after cue notice and opportunity for hearing ... the 
Secretary finds:" 

"o n the basis of new information before 
him wi th respect tosuch dru g, evaluated 
together wj th the evidence available to 
him when the application was approved, that 
there is a lack of substantial evidence 
that the drug will have the effect it pur- 
• ports or is represented to have under the con¬ 
ditions of use prescribed, recommended, or 
suggested in the labeling thereof ..." 

(Emphasis added) 

Accordingly, defendants must possess the requisite "new 
information" before they may proceed to vithdraw approval 
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of the NDA's for Alcvaire. 

30. Defendants' new notice, fails to specify 
what "new information," as required by the Act, forms 
the basis for their proposal. 

31. Upon information and belief, defendants 
possess no "new information" as required by the Act, 
sufficient to warrant institution and maintenance of the 
proceeding. 

32. Defendants' new Notice, insofar as it proposes 

I 

to withdraw approval of the NDA's for Alevaire on the grounds 
that the drug is a fixed-combination, is therefore invalid ^ 
in that defendants possess no "new information" as re¬ 
quired by statute to support the contention that the drug 
is a fixed-combination and is ineffective as such. 

' WHKKKKOKK / plain* ■» H-e *r.r- -iuHnmnnf . 

■* J - * • I 

A. Declaring that defendants are barred by the 
doctrines of res j ndicata and/or collateral estoppel and 
are estopped by their prior admissions and concessions from 
proceeding to withdraw approval of the new-drug applications ' 
for plaintiffs' product Alevaire on the guunds that proof 

cffect-vcness must be demonstrated by comparing Alevaire 
to its vehicle, namely to water, sodium bic.-.-bonate and 
glycerine. . j 

B. Declaring that defendants are barred by 
statute, 21 U.S.C. 5355(c), from proceeding to withdraw 
approval of the new-drug applications for plaintiffs’ produe 
Alevaire on the ground that it is a f ixed-combina*. :.on 
produce within the moaning of 21 C.K.R. 3.86, and Vs 
ineffective as such, in that defendants lack the requisite 


-11- 
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"now information" to support said contention. 

C. Preliminarily, during the pendency of this 
action, enjoining defendants, their officers, agents, 
servants, employees, and attorneys, and those persons in 
active concert or participation with them from proceeding 
with the proposal to withdraw approval of the new-drug 
application for plaintiffs' product Alevaire pursuant to 
Notice dated August 1, 1974 and appearing at 39 Fed. Ro<j. 
29013-29014 (August 13, 1974) and then permanently enjoining ^ 
defendants, their officers, agents, servants, employees and 
attorneys, and ‘-.hose persons in active concert or partici¬ 
pation with them from proceeding purr.iant to the aforesaid 
Notice or with any proceeding to withdraw approval of the 
new-drug applications for plaintiffs' product Alevaire on 

the grounds that proof of effecti VPnr »«:<5 mnef K/% - j— -■* 

by comparing Alevaire to its vehicle, r.nmely, to water, 
sodium bicarbonate and glycerine, or on the arounds that 
Alevaire is a fixed-combination drug and is ii effective as 
such, in the absence of the "new information" required 
to support such a claim. 

D. For such other and further relief as the Court 


may deem just and proper. 

Dated: New York, New York 

September 30, 1974 


ROGERS HOGE & HILLfj, 


By 

''h Member of the Fi r?a- 
Attorneys for Plaintiffs 
Office .nd P.O. Address 
90 Park A»anue 
New York, New York 100)6 
(212) 953-9200 













COMPLAINT 


STATE OF NEW YORK ) 


COUNTY OF NEW YORK ) 


J gs. : 


JAMES. H. LUTHER, being duly sworn, states that 
he is Vice President of Sterling Drug Inc., one of the 
plaintiffs named in the foregoing complaint; that he has 
read the complaint and knows the contents thereof; that 
the allegations are true, except as to the matters stated 
therein to be alleged upon information and belief, and 
as to those matters ho believes them to be true. 







„ K \ y 

Subscribed and sworn to*^bcforc 
me this 30th day of September, 1974, 


~r» 

~~ Ifot 


U. 'fejLl 


'Notary Public 

ROCitR M. R0C.7IN 
Notary F'uWic, S' .to cl New York 
No. 31E6U1SS 
QuoM.ed Nc.v York Count/ 
Cotnmiis.on l.p.tcs Morel) 30, 1976 
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W3G 

|uc)i .-, as tlt!s article Is Intended 

(> l.^Hk p, being nr.iniF.c fun d in t!ie 

Deatons; Tlie foreign article piovldes 
loru'sotl X-rays of high intviiMty which 
fjh imiiix the cu.e required to 
iblain an X-j.ay ck::rnc;ioii pattern. We 
ic advised bv lire Dtnai Pin :;tof Health, 
bd’.cation. end Wei:, re OtHWi in its 
(ictr.oi anthtai elated May 7.1371, that the 
hM'Afteti’.lies of tiie arise Jc _ described 
ibovr it:c ; iuncut to the : ppheant's in- 
Vt.ded purj >;rs. 1II.W fuiih'.r advises 
hat it fcr.oas of no ilomc.tic X-ray 
tmria ■ which pu .tides the pertinent 
haraciciistirs of the article. 

The Depart went of Commerce knows 
^f no other im-ii iiim-Jit or apparatus of 
qulwiU-nt irienuix \aJtse to the foreign 
|ut:cle. for surh purposes as this article 
s intended to be u vd. which is being 
hnanufacturcd in the United States. 

• Stin M. BooNir. 

Director. 

Office o/Import Programs. 

|f K Doc.71-13S78 Piled t*-10-7 1 ;3:51 am) 


DEPArJill'T OF HEALTH, 
EDilD/iTii;!!, AS V/lLFAilE 

Fcocl nnd Drug Administration 
FD&C fcED NO. 2 

Co^Httit'i i vt ., ik'ci’mvc Ccm IS.W I I M I .*j 

r •. . •** • 

lie I MtMVJ VI Dtm< /wwv« 

Prciim'pary dets or. reprolur! ion 
Judies with i UPC Bed Xo. 2. one of the 
olor additives provisionally listed, have 
ccently come to tlsc aitf-nticn c-f tire 
•ood and Dint Aeknini;:ration, These 
lata indicate that the f.prn.-gatc u:e of 
.his color may need to be low tied from 
he level at which if has Leon heretofore 
rsed. Section 70G>ti>(£> ol list- Federal 
'ood. Di u;. and Cosmetic Act (21 U.S.C. 
IVS-bx&i) concerns face cases where 
t may be necessary to allocate the ag¬ 
gregate allowable safe tolerance of a 
color additive anions; it 1 cs. 

Pursuant to 1 fi ll of the color additive 
regulations (21 CFU C.l 11. all persons In¬ 
tel cited in the »w of 1 DEC He.l Ko. 2 
alter December 2). JlVil. arc hereby noti¬ 
fied to pre tut their data as to all spe- 
rif.c u e.> showing tin- ameunts of this 
color piopo.vd for confmi.cd lire in foods. 
Infested chiles, and inserted cosmetics 
not Inti i tlvr.n October 31. 1371. The re- 
pu.nd il.iia rlw..: 1 be sent to the Food 
mid lJrt’p Administration. Uurcau of 
Foods. O.'hre e»: Compliance. Division of 
Petitions Pi ore -in.:. 203 C Street S\V., 
Washington. D.C. 20201. 
lhu\t: September 7.1371. 

CtllM.l i S C. 1 ,!■ V."A1".1* -1 
^^Co." , i'ir«»:o , ;'‘r c! I rr d end l.‘r i.pr. 
|I7I is*: 71 -:SV7 FiJrd 9 jn-7t.fi IC n:n| 


NOTICES 

PROVISIONALLY LISTED COLOR 
ADDITIVES 

Notice Concerning Coitnin ScicnlifTc 
Invosiigolions 

Portion 8.501 of the color additive regu¬ 
lations i21 Ci it r, 50D. designates those 
color odtlitiws that arc provisionally 
listed pin.-uant to reclion 203 1 b) of the 
Color Additive Amendments of I960 (see. 
203'b*. Public l.v.v EC-618, 71 Slat. <05; 

21 U.S.C 370. no:c*. Section 203 pro¬ 
vided for provisionally list in;r ceilain 
color addin'es on an interim basis pend¬ 
ing completion of scientific imesDga- 
tions needed as a br.-ks for making de¬ 
terminations as to whether they should 
or should not b? listed under sec tion 700 
of tlie Federal rood. Ding. and Cosmetic 
Act (see. 700, 71 Stat. 233-103; 21 U.S.C. 
370 *. 

Jt has been determined that, for tho^c 
uses of color additives luted in para¬ 
graphs (a > and 'b* of 5 8.501 of tire color 
additive retaliations which involve in¬ 
gestion because of use in products such 
a r food, drugs for internal use. and cos- 
meuw lipsticks, petitiomi for regulations 
under section 70*5 of the act shall in 
elude reports of studies for lernic’.opkal 
potential and reports of imilthtcneration 
reproduction studies in animals adequate 
to show whetlier the color additive pro¬ 
duces any adverse c-fleets on/reproduc¬ 
tion. There being information at hand 
showing tiiat such siudicy'can be com- 
menrefi iwrntlv it it irhshnnh!'* to ro- 
uuire that the f:n.-.l rei oris on teratoloei- 
ca.l prif'-ntad for c- o- rdn*.!jvp r r-o-.* pr-v ■ 
visionallv lirted in 5 8 501 be fd^d with 
tiie rood and Dru:* Adminislratien not 
later than October 1. 1372. and that the 
fnal reports on inultigencration repro¬ 
duction studies be filed with KDA not 
' later than July 1.1073. 

Any Questions concerning teratogenic 
studies or reproduction studies may be 
taken up with the Food and D:u.; Ad- 
nunistration pursuant to L 8.35(e) of ttie 
color additive procedural regulations (21 
ClTl 8.35iei •. 

For a further extension of Provisional 
listing beyond December 3 any 

person having the prescribco animal 
studies underway may file a to ,ucst for 
u furtlier extension with FDA. Sue!) rc- 
cp.icst shall be- supported (1) by progress 
reports cn t're animal .studies, r.r.d (2) 
by a statement estimating the date wlicn 
a petition ran I r filed sc el: ins; a regula¬ 
tion under section 706 of the act. Cur¬ 
rent u>a; is data siiowing the levels of 
use in specific foods or in classes of 
foods, th.e l'.-«cls o' me in t|>ccif.c drugs 
for internal u-c or in rla-res of internal 
dru s. Mid the levels of u e in rev me tics 
sub.itet to in e.-;;on shall be .submitted 
in suup'n of such petition at the time 
it is filed. 

The Commissioner may give consid¬ 
eration to the termination of a provi¬ 
sional li ■tin", o! the eo'.i,i adtiPivf . h ted 
in paiagraphs i.a> and (b) of f 8.601 if 
tli no mitic.-l fur an extension of the 
piovi-ior.al listing is jeccived j>nor to 


tlie date the provisional listing expires; 
(2) Die leriuc. t. for extension j;, not ade¬ 
quately ,sii|i|>jited by the information 
icepie-ted: or (3) any report, be it a 
pro.gier.s report or a final icport. shows 
Dial tlie co'or additive is unsafe under 
its proi»oscs. conditions of use. Tlie Com¬ 
missioner may .abo give consideration, 
where tlie i.eicntifie data so induaie. to 
leduein;; Die ap.gicgate use of a color 
in a provisional listing by eliminating or 
restrictin': certain uses m accordance 
with tlie procedure in 18.11 (21 C'l'H 
8 . 11 ). 

Data in response to this notice should 
be addressed to the Food and Drug Ad¬ 
ministration. Bureau of Foods, Oflirc of 
Compliance. Division of Petition^ J’roc- 
er.sip". 200 C Street S\V., Washngjton. 
DC 80204^^’ 

Datpdl'September 7. 1371. 

Ciiarus C. Kuwaros, 
Commissioner ol i'oocl and Di vas. 

Ddc. 7J-133CG lilcd 9-10-71 ;C:<C am| 



I8530; llceXcl No. J'DC-D-Ml; NDA 
Nos. 10-613 and C 530) 

Vi'iNlID’.OR PRODUCTS, IMC., AND 
WINTHROP LABORATORIES 

Alovoire; Notice of V/ithdrawol of 
Approval of Nev/-Diog Applications 

In an announcement published in tlie 
Fri/inuu. Htcicrnr. of July 17. 1303 (33 

VI) jry>07» \V»»>lhrr»M PrrtHiirt? T«v* 
IrnTrlnr* r»f npp-.drnrf pnnlirfllinn Kn 10— 
fp, r Mv!iv,'n?ii:! f> *' ; !r 

cent> and Winthrop Br.lioratoiler.. Di¬ 
vision of sterling Drug, holder of new- 
drug application Ko. C-530 for Alcvairc 
(tyloxapol 0.125 percent) were notified 
of the National Academy of Ecienccs- 
National Kcsearcii Council. Drug F.fiira- 
cy Study Croup's evaluation of tlie ar- 
■ tide ns incfTcctive. and of the 17 >d and 
Diu;; Adininiatration's concurrence with 
the evaluation and its ccncluiaoivi that 
there is a lack of substantial evidence 
that Alcvairc will liaie the effect it pur¬ 
ports and is represented to have under 
the conditions of use prescribed, recom¬ 
mended. or suggested in its labeling. Ac- 
coulingly, the Commissioner of Food and 
Drugs noted his intent to initiate action 
to withdraw nppiovnl of the new-drug 
applieations for A’.einire. and invited 
holders of the KDA's to submit any 
pertinent data. 

After the announcement. \Vinthicr> 
met with rriwcsentatives of the Food and 
Drug Administration on Aii '.u-t 13. 1388. 
to present arguments and additional evi¬ 
dence m support of ike claiiiu d cftivtivc- 
nc.'.s of Alcvairc. The argument; and data 
were evahutted. but failed to provide any 
evidence of ef'.eetiver.e.-s deiived from 
adequate and well coni rolled cluneal in- 
vc.di jutions. On Deeemher C. 19'. 1. llieio 
was. tliciefoie. pubk-h'-d in Die l iai i n 
llif.isiru «3i F it. 19369'. a notice of op- 
poi tunny for heating in which the Cotn- 
ini-. ionci of l-7*.)d ami Dru ".a propn.md ts 
issue an order under the piou.'ions 
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of jer'.lon MMc) of ihc rcderal low I. 
JJru;. : iid Ctviiif.ic Acl <21 U.S.C. Hii 
<<■' * v ;>! ■ 1...v. ,.| <.' nn'HiIr'j* 

'•:)(! r!l MvcsuhnesiP* and r'.sp- 
pf^Vu.'- thereto. <-.i ilie finuisd 11 srtt 
there v .. :• |,tS of • •• :v: .1 (vii<ntf 

lonj;>;)-/i l the cl: sir.. r>; cutctivt isc.-s, for 
ti.c t’.risr. for the ti-r-thi.ic.s for which It 
Jr p:» r.:':,! ;1. lieo::.:..fc:.i!::i. or fU.-f'Cited 
in the 

V.'iiit's.s-op TiedIi'.c.. holder of 
KDA No. lb 013: V. sr.fhrop l.'.boi.itosi'.s. 
IX vi :o:» cf : I). is: Jsic.. holder of 

KDA No. E-f-'Jo: : -i. jjrcon Lab'uaiorics. 
l|‘.c. /■ finis ir.r : - A!< vasic is; 

United .Slues, f.iod a v.-rs’.-is, appearance 
ask! request for ).t.• rii:~ on Jamis.iv 70, 

ir-fc. 

Submlyrd v.it.h t!.c request was a 
state-men; of asetsne;includm? Use med¬ 
ical dwnsa'Uii.vkn reject upon. tr.'.u- 
pieuts which c-'rr.ded thet these was 
«n ur.qvalifivd to hearing. and 
the aVsdivitoof fix ici.ms and scien¬ 
tists r ; !;c-t:ii- to the c‘:;s— 5 . effcctivcnc.-!.-. 
Additional tree! leal r''-e; , r!-<';i:ot:on was 
subniif.ee! by a lcsi-.r dated May V, 1 r«*.0. 

Os; Jt.sse 5, 1070, irs response to the 
May 8, If<70 lo rsr-.L ;:i,:• s: pablicf;- 
tiors of procedural rr.cl inlerproiaiive 
regulations, «t ■r.r.al election for 

ht-r.rins wft.s submitted, included in 
which, was further medical rincuir.cr.la- 
llcn asid a reiteration of the r.Sf'uv.:r.i 
and rc-c. os is for a i. tansvs :■stated in the 
initial request for hcarirs?. On Aisyu-t 
J3, 1970, one fsis-ri medical document T.rs 
submitted rs a y,n;*:c to the Jssiu- 



tmd June 
Ol ajIhOjI 


i> filings, ernes 1 

it IO 1 1C*S 


n March 
was rc- 


if soiol facilitatin'; the icmovnl of the 
J if is; o: 1 ;i r y ;rcn Hour, allowin'. for cxere- 
ti'>ii by 1 . 0 : 1 :;■* 1 psoocv-ce by low crisis or 
J Cdssi the urfacc and ii-.‘,< 1 tnc ml ten¬ 
sions sssd Kducir.s tlscjr \, co-sty. 

Alt voire is recommended f-r adminis- 
trr.tsosi !•; mi iss.dslisttd fess.. by ass ano- 
1 ol ncbt.hsxr deliverin': a ftise mist to the 
j>r.t:c:sl sss ; ss open tcssl. csois.s trsst or 
iv.cub.V'-r. Wi ese short ixi.nd of ther¬ 
apy rsr ii.dksitc.l, 10 to t'O ns! r.sc iceosn- 
rse’sded to be r.dsssi:red l*y u face 
mart:, positive psw-isrc l»se.stlssr.;; issa- 
ci'.isscr, or oral or nasal spray apji.iiatus. 

2. Clinical Kvilciicc t j Support the 
o.l f.'vt'ifsS' I'C-r. l'is Issue 
p:c. .v.in.smaiies of Jfi ivjbls-ifd assd 
Viisjsviof./sstci ic-ports, and ieue cit'd sisne 
Addition:.! r.rtides. de.'Ctibed ps catab- 
Is.'his.y that Atevaire is e.Ttfsive for ti e, 
and. that cosstrary to ti e "cjinscal isit- 
j-sc- sio:;" of the K/.S-Nl'C panel, clinical 
Arsd other evidence cstabhrises Alcvaite 
to Lc more elective than vrat^r. 

Of tl.c 19 1 eports 5’Jir,:r»?rirod. nosse 
jisey he clcseificd as 0:1 adequate and 
vcll-conf.ollcd ciissicnl issveitieasion. 
Twelve of there reposts involve s.v.l.s’.n 
is.ore than <heeu-v.ior:s cf clinical isnpscs- 
sioiss f i d observations cor.cc:riir.j: the 
tsse c.r Atevaire, is: vitro enpesisseentr, or 
articles mainly devoted to a b.-scussion 
of rrsecsitr.l problems. Thc.-t- 12 reports 
r.sc as follows: Os.e consisted cf t col’ec- 
tio.i of cr.sc repos ts 0:1 17 adults tseated 
by fevcsal doctors, irs which ti n authors 
rtc't'.e that *'• ' ‘ this dees not pretend 
to be fs controlled study.” Another was 
a repos t of an in vitro study of Use vis- 

f.;r,r.io;;c fls*,d, toycther v.st-ii btateuscsst* 


ce IV CO. 

T*J> pre.'enta.tlon, as well as the med¬ 
ical docursscsstats'sss 1 eviesved by the NA.h- 
KRC panel and tl-.c nsens-ai uocu:isen:a.- 
l!on c-ontaissed iii to-.!; l.DA's have lecn 
co;silc’cr«.d. The Censs.f .rsoner ef j oed 
and Dnsys concludes tijat tl.crc is no 
pen is;.-) c and Rubstaistial issue of fact 
KCuisine a her.sis::.nd that the Jera.i 
ArcumenU r.sc i.f nb.-tasstial. 

Jlccfcr.s lor :i :‘i,Crc.:;al ol ny-jiroial— 
1. The JJ: iv. A’evr.ire is a fixed cosssbsna- 
tion aeneous scdisUca of 0.123 percent 
tylaxavol. 2 j e-scent sodssssn tiearhonate. 
and 6 peicc-nt tlyccrin. 

Jt is recommended ;n ti.e t: rntrsrcnt of 


patients "with cllse.’ 

-Ca 

and disorders cf 

ilsc liings nccompr.r 

lied. 

or compile i.ted, 

by excessive 01 thleh. 


1 bs'csiclsc-pulir.o- 

na;y s.e.f.l.:-. .’ 

.cl ' 

S ... V. . . M . i cl l..: 0 

for port:a:s h.siir - 

i- -• 

m.onary ds-cases 

v.hetc"* * ..* tis-is 


. csSASsifin for 

c-luniss: ii.-n of 1 . 


' • ' ! 'v.rSfl-.cd 

or ab ei.-t * • • c. 


* » *; i j 

f i i.c ’* 


?n 

vaiir.Ldv dv .: 


: ..tial 

KDA a- . 



cc!yt!.— < / 


v ! 

r. I:»ii5vi;•.! ( . v *. 0 


: . liv.ck- 

c.Kci 

..N. 

.v 

th? * . 

i. *• 

••• '1 iie sa- 

t.o;:;’*.\ .. .• . t 

; 


nsisi'.i :or !••.. 


the NAS, MIC 


• r.i- 

r.i a i.cie: .-tsii 


vi i:,'j i-.u.iioi as i/j /vkvaires risecuve- 
nces b.-t-ed upon his cl.i-.icnl uve of the 
drug. Another evaluated resuscitation of 
J:>fants bosn by Ccsas’er.ss section, and 
contained ur.citx ui.-sc-r.trd statements as 
to the rscfuhsess of A’.evaiic in such 
treatment. T'. o additional reports were, 
based or clinical isc.prr: sons fiossi use of 
the drug in a< number of individual cases, 
and were testimonial sss nature. Three 
reports cosssisUd of discussions of the 
treatment of laryngitis in children, rcss- 
ern! pisi.-.sosir.ry problems, a.nd bror.cho- 
puimonnry disorder, in v.hich Aievoirc 
was cissplc.jcu in treatment a.nd 's cis- 
cufsed o:s!y incidentally. Two of the 
as tides were devoted to discus iosss and 
c-inscsi! imprc.-siotis of aerosol therapy 
a: nst.s In reneral. and referenees to Alc- 
v.'-'.rc r. :r:n was pcncsnlt.'i'J as-.d con: i>tc-d 
ef ursdocumcssted ciinicul isnpn . ; ::o:ss. 
Ore sepos t was of an in vstso c:-:;)criment 
of the (."'cat of the drug as a surface- 
active a'-csst, and another, a study of 
Alcvairo (o.sductid c-n r.i'.s, an animal 
who e rcspiiAtoiy trs.ct d.-ifers Iiosn that 
of n-.ass. 

'J ise vi-ss rensainisse r»: tirlos were ic- 
J'Psts of .ssucli; ,-s conducted w ith /.lcvairc. 
'ii - e. I'.oveves. ps-o-.ide iso substantia! 
c. . hs.ee of »:’.;i-aey. These seven con- 

sed if fsvc coss'.plvti d and two iisclssn- 
stud . . and each was deficient to 
'.s.v.s.g dcs.sies iii nsietisi-.; Die criteria 


for adequate and well rent rolled rltnicsil 
trials, as loilows. In one. nn usipubh-hi <1 
jirelisisitsaiv study, the Imi ii aiions 
i .itu-ssted tl,o isirubat.iis of n<-v.l«.sn sn- 
fassts with Alcvairc. The concht-son that 
the therapy was of vain . hov.i ver. was 
1*;. ed 0:1 i c-i.er.il ohnie.il ob erv.uions 
rat her than donumnted result;. In sm¬ 
other incomplete and usspublrhed stn-Iy. 
a cro : over rompari* on between Al'v.use 
and i otossic s.-.lsne, Use “Jsstesim sc post” 
of the tnvestii-ator was that it v.ns his 
••imprc-rslon" on the b . i- of "psvliiisinasy 
inforissaiion" that Alcvairo >s more cs’.ce- 
tive than inline iis Ineieasins voluiiiC of 
sputum. 

In one published study, Alovairc v.as 
ftdmtnisteicd to 200 j.aliesst.s w ith varyins 
pulmonary conditions, and the thera¬ 
peutic H-iponse was measured by ;u.. svl 
plij.vical condition after treatment, clsar- 
acteriiiic.i (>f the i;si:tu:n, aisd elsenyc.' in 
rest'is .story c-lfcct. Tises c were no cositso! -. 
and Die study yielded no mt .mini ml 
data on therapeutic if. pon.xe. fsimilariy, 
another study of children with acute 
bionehitis is laclsing in the csiksia nec¬ 
essary for a controlled study by f.-.ilim; 
to Issd.'ra'.o tliansov.se criteria or patient 
selection, metlMKls of observation, nscaa- 
uren-.cssl of variables, ciu.-.ntitation c.f re- 
Mslts. assd information as to Ihcsubshtr.cc 
which may have been u.-.cd rs a control. 
Of the three remaining studies, esse is 
ais unpublished siiv—lo blisirl crc..-sever 
compaiiion of the eflcctivesic.'-s of Ale- 
vairc with water which appeared to m- 
dicate that Alev.iire sirnsfieantly in- 
creatc-d both sjsu’.ssns vt-lissue and weirht. 
Tlse Mitflv hor.evrr fnil -d l<-> iSm 

metisod of paisr-nt .'•i lcr i ! np. r.nO the di'- f- 

WA'I •« /%♦•'•» ev! fe.r l.i-nn nt. Jn! n, 

Cl'.i'Olsic bSCTiCiiitSS was iiOt sUiii'd. Till - 
tiscr, no Assessment of subjective re¬ 
sponse, nor steps t.-.Ucn to minim i/e bias 
wore included i:s t-so study, nm was there 
documentation of the levels and methods 
of blinding. Another study, an unpub¬ 
lished crossover study in which Alcvaite 
was reported ns j no: e effective than saline 
or water, lael.ed the necessary elite;la 
for an adequate and v eil-controlled elm- 
teal trial, as reflected in Use uporl it elf. 
The ps-otoco! for this study showed that 
unsuitable patient selection reflected 
variable disease conditions and as a eo:i- 
sequcncc, the variability of sputum vol- 
tsnsc and retention qualities, precluded 
uniform measurement of edcctivencss. No 
asses-s..'nt o.' Use subjective response cf 
Die- patients was stated, nor was there an 
f i-.urance is; the protocol or results of the 
cosisparabslsty of the different lest croups 
of pertinent variables, in addition, the 
lev's., assd methods of blindssig were not 
documented. Although the stats ticssl 
evaluation purported to show that Ale- 
vsiisc is ii-.orc eitectivc than either v atcr 
or saline, its validity is Is; .lily i;ui ; 
able since Alevas.t was admin- tesed to 
only half the- number of patient;, who s c- 
eeiu-d i-.otssva! saline and water, aisd the 
ts c i»f 1 iron!:oisteter audio! which in it- 
svU h. < nsuce-evs'.t’.sa.nt psapartses. ussilti!” 
ccsnplicates the spirosneti ie test N'or does 
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1W!S EXHIBIT 1. A. 19 

the data obtained contain ail'iiu.ile de¬ 
tail to per.-;::i t'rnd is Another 

published Jinrio blind study to evaluate 
t!.» < !:.c ic > cf Alcv.mv and 

another n.it.o.v.uu.ut. a'cu-ui-t. v. :<x 
conducted r .75 ;> iti«^;tt-n tittdeit.olsi': 
l!tor:.c!c}j::(i.\.Ti;crt .;t:t ih jv.ed tint 

R ji'tc v..is, i.o .'r-nifl.-ant i-(miction in the 
p?co*ity of s;>ut: mv» with Alcvairc. but 
hat Alcv.-tre d.! pi educe an inert.tsc tif 
sputum vohun". Tnc inuMigaun'.* state¬ 
ment that ••both a.ru:ni;i end A’.cv.iire 
can incic.v'e 24-hour sputum volume” is 
not trjnvsiicil and cannot bo translated 
Into evidence of Aleva Ire's rn'retiveiic-ss, 
since t!;e study failed to provide- mtim. 
inr.'ii: cotf.ro'.* i t the- form of v.ati r or of 
the ti:ni's vehicle tonmt.r.r cf v.atcr, 
sodium bicarbonate and rbeertn. Nu¬ 
merous other tic.Tricnrics in site tie i?n of 
ti»c study cv.;-* it to fail to r.cct the' cri- 
teiii which constitute an adequate and 
v.cli-controlled t hine:-1 study. 

In addition to the e 19 published 
ana unpublished u-ports comment «l 
upyn abave, the citations to nine other 
ai tides were provided as evidence favor¬ 
able to efaints of the drug’s cffcrtiw-ncis. 
Ko adequate mu! v.ell-coniioiled studies, 
clinical or otherwise, were pro er.t. Of 
the nine articles, four consisted of clini¬ 
cal discussions of pulmonary conditions 
rci.err by. two involved the concurrent 
use of A)e\r.:u- and other dru-:*, one was 
a study of inhalation therapy in tiotts. 
one a preliminary rrpott of an uncon¬ 
trolled study, and one a testimonial arti¬ 
cle ba»cd on clinical impiessions of 
A'evafre. 

Tnc Commissioner al.-o has considered 
the.medical tixun.enlr.tion submitted bv 

4iit fSVkltiUilCX> Ullfl |t*VIM’. - f*r l»v Ihft vtc 

pane!, r-nd tc- the mat.rials con. 
ir.iu i.i hie KDA s. .".gam. no adequate 
d well-controlled clinical studies were 
found. Of the 21 articles leviewed and 
evaluated by the KAS-NJ'C panel, 10 
were resubmitted and surnmr.rircd in the 
Kequest for Hearing materials. They have 
been olrccdy discus-cd. Nine of the re¬ 
maining n are discussions of itci.r.iotr-s 
of iteiojol therapy, clinical impressions 
or preliminary reports on A’.evaire s u e, 
or of pulmonary surface activity. In two 
of the articles, however, the author 
(Palmer) reported on two controlled clin¬ 
ical investigations in which the drug was 
compared in one v.-ith its vehicle (soJiuin 
bicarbonate, water, and glycerine*, as id 
in the other with a control solution, nor¬ 
mal saline solution, nr.d water. T.-ic ic- 
ftu'.ts showed u-o of Alev?ire to fe of i o 
ftctvar.tftt.e over the use of any cf t);e 
control or comparison solution, inclttdii.g 
water. 

The KDA s for Alovtiire contain 33 
studies or articles from the medical l.tcr- 
lauie.TJtc c. too r. -i.-i-t only of methods 
und tcciiu.qucs of acro«o! therapy, re¬ 
ports of animal studio.*, me.* of tin- drug 
for condniot-j other than ii*. recom¬ 
mended cues, clinical imj rivr-ion* o # tl-.e 
dni-.-. or in which Aic-wire j* mentioned 
only t.’-.citiar.tally. A number \\i ;o con* 
ccit.ed t»itlt drugs other titan Alcvairc. 

3. Af'.ir.v.it to .V; p.-'-’-f Claims of 
FfVrhi " 1 rflid.tvits of - 

siciatis were submitted with the Hi quest 


NOTICES 

for Dealing. In each of them, the nfliiinl 
argues that tliinc.il experience has 
rhm-.n Ak-vaire to lie both sale and effec- 
tnc for its K'Oiiimir.ded me.-., amt cacti 
lathes the argument that the crlteiia 
hr .idrcpi.de ami v.ell-tout rolled clinical 
rtuiiies pre.-rribovl hy the regulations in 
»m;>.i-• iblc to meet v.ilh rc. peel to any 
study of Alcvairc. Neither of tliere two 
fttituiiytUs rai.ea a Mihstiiiit.a! quc.'lkm. 

l)e*;>ite the expressed opinion:; that 
the ding is both safe am! effective, in 
only three of the aflidavits iCohcn. Mil¬ 
ler. red:, is anything more than general 
clinical experience n-lied upon to Justify 
such a conclusion. And in the affidavits 
of Cohen. Miller, and Dec 1:, their con- 
clttsim.s me based on general clinical 
impressions and upon uncontrolled 
stuci.es each has conducted on Alevaire. 
Tnc.-e studies were among those sub¬ 
mitted in support of the Dcqucst for 
Hearing. and inasmuch as i.t nc meet the 
criteria for an adeo.ur.tc and well-con- 
troll- d clinical study, do not constitute 
a valid basis foe their final conclusions. 
And. although the conduct of an «de- 
CiUtitc- ancl well-controlled clinical inves¬ 
tigation of the drug may he made inure 
difficult by conditions peculiar to its 
recommended use end method of ad¬ 
ministration. no valid reasons for alter¬ 
ation cf any of the criteria has been 
raised. 

4. l.ecjol Arguments. The petitioners 
have urged several legal arguments in 
connection with the issuance of the 
Notice of Opportunity for llcarintt. 
Those objections directed to the validity 
of the * emulations clarifying the natmc 
of the evidence tr> l>e wIm.iIii.j u-- 

«.«»»*... .* r «••• • • • 

C.U. V. A illC/J,' 

-522 f>ii 614 to.A. C. 1970:- “Phem*-.- 
ccmic: 1 Manufacturers A?sn. v. Hichard- 
son." 318 r. Supp. 301 (D. Dej,, 1670); 
and ‘‘Pfizer v. P.icharu.on," '-.‘A P. 2d fif-0 
<C.A. 2. lf-«0). The contentr.n that this 
drug is not subject to the efficacy review 
because it. was not covetec! by ?n effec¬ 
tive KDA on the day precedin'; the c-flcc- 
the date of the 1PJ2 Drug Amendments, 
is inruostarnir.l. All dnuis that were cov¬ 
ered by ncv.-drti;: applications filed at 
any time between 1638 and 1602 arc sub¬ 
ject to the efficacy review under the 1603 
Drug Amendments Similarly, the 
claimed application of different stand¬ 
ards of evaluation by the I'cv-d and Drug 
Administration between Alcvahc and 
other drut.s. has no merit. The documen¬ 
tation of this argument in the form of 
an affidavit of the Medical Director of 
Kroon Laboratories, itself points out that 
the two dims arc of different composi¬ 
tion r.nd dilicrent modes or mechanisms 
of action. 

Therefore, the Commissioner, pursu¬ 
ant to the provisions of the Federal 
Pood Drug, and CV mvtic Act (ruction 
606ie). 52 Slat. 1052. as amended; 21 
L'.S.C. 35.iic i) and under authoi il v rt'sic- 
iitcvl to him i2i m: :> J20i. find', that. 
o:i tl-.e buds of r.e-.v inform.ition before 
him "ith rc.-peci to Alcvaiie, KDA ffo. 

10- Cl 3 and KDA No. !■ MO. < vahiat-'d 
tore:her with the evidence available* to 
him when the application was appiow.l, 
thcic is a lack of substantia) c-vul-nee 


that the drug will have the effect it pm - 
polls or 1; lepief.entcd to have under the 
conditions of use prescribed, recom¬ 
mended. or suggested in the Jabeliiu: 
thereof. 

For the foirgoing reasons, approval of 
new-drus tipphe.itions No:;. 10 013 and 
C-530. and all amendments and supple¬ 
ments thereto, is withdrawn ell’cctive on 
Hie date of the publication of this 
document. 

Dated: August 27, 1971. 

Sam I*. Fink, 
Associate Commissioner 
for Compliance. 

|FU Doc.7 1-1.33C5 Filed 0 10- 7I;8:45 amj 


Office of llto Sc-cic-lory 

HEALTH SERVICES AND MENTAL 
HEALTH ADMINISTRATION 

Statement of Orcjcimzalion, Pundions, 
and Delegations of Authority 

Fail 3 (Health Services and Mental 
Health Admini.Mration' of the Statement 
of Organization. Functions, and Delci a- 
lions of Authority for the- Department 
of Health, Ddueation. and V.'clfaie (33 
F.U. 16653. October 30, 16G8 ct seq.) is 
hereby ftinc-ndcct with regard to cection 
3-H. Organization as follows: 

Under the center head “National Cen¬ 
ter for Family Planning Services (3100) “ 
substitute the- follow ing text: 

Plans, directs, coordinates, and serves 
as “lead agency" for the family planning 
activities of tiie Health Service.-; and 

JMCmr.l 

C2!!yr (1) Develops IlONTJiA policy on 

*o i>ci iuiijiu,: iu ntiiKjy |»i:ini»‘h^ 

activities: (2* develops long-range < 5 - 
ycar) family planning program objec¬ 
tives and plans; ( 3 ) formulates guidelines 
governing the preparation of annual 
family • •amung programs and reviews 
those grams on behalf of the Admin¬ 
istrator; (4) administers family planning 
project grant and contract activities; <5' 
administers extramural research and 
training activities, both domestic and 
abroad (through use of Public Law 83 - 
480 funds*, incidental to family planning, 
activities of HSM1IA; (C) coordinates 
through Hcgional Offices the provision of 
technical assii lance in family planning 
to rtute and local health oiganlzations 
and to interested private organizations 
and institutions; c7» sc rvor as a national 
clearinghouse for family planning infor¬ 
mation and data; <3> coordinates famiiv 
planning activities of 1 ISM HA with tho e 
of other operating agencies of the De¬ 
partment. oilier departments and agen¬ 
cies. and interested private oi ranizaticms 
and institutions: <0» provides support 
and assistance to the Deputy Assistant 
Secretary for Population Alfaiis in the 
development of overall DHiAV famil; 
Planning policy and priorities, and iii 
preparing reports lo the Concuss with 
ieipcct to fau.ily planning program ob¬ 
jectives, prc.gi.iiu aecoiitpii:hment'., ..nil 
iutmi- plan:.: and 1 10* provide.-; technical 
assistance and consult.-Hiem to govern- 
mciil.s of oilier countiies and piiblie and 


itorr/.t recisur, vot. at, no. i?r— s/.iucoav, $tpir«r.rp. ti, tv/t 
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ar.il Hint each component of 
! ;‘ (o ’.lie total cife.'ts 

‘V C .‘" V i.nil that Kvl’nill" Corp. has 

* forth spc-ifie fact.. Allowin’: 

.TVl th.ic Is a r.enume ana mUm’.iiUmI 
. (.1 f.icl requirin': a hearing. No ob- 

!‘*7 ,..,or documentation were pic.cihed 
i,.! :.,v other firms. and. in accord'tiro 

' 11 , jho provisions of 21 CHI U0.13. 
failure IS construed an an election 

• v uny other firm not to avail iuclf of 
t.Vi;>;• ortuniiy for the hearing. 

- i!.e Commissioner further finds that 
the approval of the new drug application 
Iv-retofore approved for Sigmngcn iNIJA 
J3-157* should he vithdrav.n on the 
l .si« of a lack of substantial evidence 


t .f effectiveness. 

Therefore, pursuant to the provisions 

ti)e Federal Food. j’-brug. and Cosmetic 
Act (55 305. 701. 52 Stat. 105-'-1053.1055- 
1050 ns amended. anil 70 hint. 731-735. 
( ,s amended: 21 U.S.C. 330. 371). and 
under aulhoritv delegated to t.hc Com- 
mi.ssioner <21 ClTt 2.120». the request for 
a hearing is denied, and notice is riven 
that the approval of the new ding appli¬ 
cation for Sigmagen tablets <NDA 10- 
157) and all amendments and supple¬ 
ments thereto i> withdrawn, effective on 
the date of publication of this document. 


Dated: March 6, 1373. 

S am D. Fi ve. 
Associate Commissioner 

for Compliance. 
IFR Doc.73-4530 Filed 3-7-73:8:45 am) 


1DESI C530; Docket No FDC-D-141; NDA 
No-:. 10-013 and 8-530) 

WINTHROP PRODUCTS. INC.. AND 
WINTiiaOP LAE02A70RIES 


Alevaire; Notice of V/ithdre.val of Approval 
of Kecf Drug Application 


In an announcement published In the 
Federal Register of Ju'.y 17. 1303 (33 I'll 
10227). Winthrop Products. Ir.c.. holder 
of new drug application No. 10-C13 for 
Alevaire (tyloxapol 0.125 percent' and 
Winthrop Laboratories. Division of Sterl¬ 
ing Diaig. holder of NDA No. 8-530 for 
Alevaire (tyloxapol 0 12.5 percent), were 
notified of the National Academy of 
Scicnces-National Research Council. 
Drug Kfficary Study Group's evaluation 
of tiie article as ineffective. and of the 
Food and Ding Admini-tration's con¬ 
currence with the evaluation and its con¬ 
clusions that there is a l ick of substantial 
evidence that Alevaire v.dl have the ef¬ 
fect it purports and is represented to 
have under the conditions of use pre¬ 
scribed. recommended, or suggested in 
>'( labeling. Accordingly. tiie Comtnis- 
Moucr of Food nud bar s noted his m- 
’'■ut lo initiate action t.> withdraw ap- 
>-Wol cf the new drug a; plications for 
A-'-aue. and invited holders of the 
•’’DVs to submit any pertinent data. 

Af'.ir the .ainioui.cement. Winthrop 
'’c'- v;th rcpre.sent.itnci of the Food 
'•u Dnijj Atl:ninislraii£i on Augu.t 13. 
' ”to present arguments and addi- 
’ <1 evidence in suppot: of the claimed 




■ 1 i'eneof Alevaire. Tiie arguments 
•l (lata wero evaluated, but failed to 


provide any evidet. e of effcc’.lvnie.-.r, dc- 
uved from adequate and well-controlled 
chnical invc.’.tir. t ions. On December C, 
13■•'.». there was, therefore. pubUxiied in 
liic Floekal Kir.nsrra 131 Fit 193'hJ), a 
notice of oppoitunity for hearing ill 
v lip'll tiie Column sioner of l oud and 
Drugs proposed to iv.ue an order under 
the provisions of section 505<e> of the 
l'cacral Food. Dim;:, and Co'-mcdic Act 
(21 U S.C. 3 >5(c)) withdrawing approval 
of NDA's Nos. 10-013 anil B-.350 fi.r Alc- 
va.ire. and all amendments and .supple¬ 
ments thereto. o:i the mound that there 
v.as a lark of substantial evidence to 
support the claims of cifectivcncs for 
the ding for the conditions for which it 
is prescribed, recommended, or .suggested 
in the labeling. 

Winthrop Products. Inc., holder of 
NDA No. 10-013: Wii’.'.iirop Laboi.varies. 
Division of Sterling Drug. Inc., holder af 
NDA No. 8-533: and Freon Laboratories, 
Inc., a firm marketing Alevaire in the 
United Slates, filed a written appearance 
and request for hearing on January 23, 
1073. 

Submitted with the request was a 
statement of grounds, including the 
medical documentation relied upon, 
arguments which contended that there 
was a:i unqualified right to a hearing, 
and the affidavits of six physicians and 
scientists attesting to the drug's effec¬ 
tiveness. Additional medical docunren'a- 
tion was submitted by a letter dated 
May 7.1970. 

On June 5. 1970. in response to the 

4»irt/ O, i J IV, A LULkaL ill ui.Vt Ln ,< u y.ila- 

tion of procedural and interpretative 
regulations, a supplemental election for 
hearing was submitted, included in 
which, was further medical documenta¬ 
tion and a reiteration of the argument 
and reasons for a hearing as stated in 
tho initial request for hearing. On Au¬ 
gust 13. 1970, one final medical document 
was submitted as a supplement to the 
January 20. and June 5 filings, and on 
March 1, 1971. tiie affidavit of tiie medi¬ 
cal director of Breon Laboratories was 
received. 

On June 21, 1971. a revision of an 
earlier submitted study v.as forwarded 
along with five affidavits. On August 12, 
1971. n submission was made contain¬ 
ing argument and two affidavits. Finally, 
on January 28. 1972. petitioners made a 
final submission containing raw data 
sheets on two previously submitted 
studies. 

On September 11, 1971. a final order 
was published in the Federal Register 
• 37 Fit 17229) denying requests for a 
hearing and withdrawing »;>•>:oval of 
NDA's Nos. 10-03 and 8-320 on the 
grounds that there is a lack of substan¬ 
tial evidence that the drug. Alevaire. is 
enective for its recommended u.-es. 

After prepaiation of tire order, but 
prior to its publication in the FcnrRst 
Register, the d ita received on June 21 
and August 12. 1971. as set forth above, 
was received and due to inadvertence, 
was not considered prior to publication 
of the final order. 

On January 11. 1972, upon being ad¬ 
vised by the Government of the lnad- 





verl'ii e. the U ovirt of Appeals for 
the .Second Circ a set aside the order of 
September 11, 1371, and remanded the 
proceeding to the Food and Drug Ad¬ 
ministration for recoil iideia’.ion of the 
requests of hearing in light of the data 
not considered. 

The additional data, as well as the 
medical documentation reviewed by the 
NA3-NT.C panel and the inccncnl docu¬ 
mentation contained in both NDA's have 
been considered. The ComraisMoner of 
Food end Drugs concludes that there is 
no genuine and substantial issue of fact 
requiring a hearing and that the legal 
arguments are insubstantial. 


Reasons tor Withdrawal of Approval 


1 . The drug. Alevaire is an aqueous 
solution of 0.125-perccnt tyloxapol, 2- 
perccnt sodium bicarbonate, and 5- 
pciccnt glycerin. 

It is recommended in the treatment 
of patients “with diseases and disorders 
of the lungs accompanied, or compli¬ 
cated. by excessive or thickened bron¬ 
chopulmonary secretions," and is indi¬ 
cated also for persons having pulmonary 
c-Dcases where.the noi mal mech¬ 

anism for elimination of secretions is 
dir.dnidied or absent * * * or depressed.” 

The rationale for Alevaire has been 
variously described. At the time of ini¬ 
tial NDA app vral. It was olfcrcd as a 
’’mucolytic'’ eigent aerosol which 

exerted a liquefying effect on excessive 
or thickened mucous secretions, thereby 
aiding the patient in their expulsion. 

- J-* 1 •*r» °r.^ ‘ r ./I »i’ t li.v 1 q 'r»1 . 

ir.g submitted for review by the NAS— 
NRC panel, is that the drug acts as a 
detergent aerosol facilitating the removal 
of the pulmonary secretions allowing for 
excretion by normal piece .res by low¬ 
ering or reducing tiie surface and Inter- 
facial tensions and reducing their 
viscosity. 

Alevaire is recommended for adminis¬ 
tration in an undiluted form by an aero¬ 
sol nebulizer delivering a fine mist to 
tiie patient in an open tent, croup tent, 
or incubator. Where short periods of 
therapy arc indicated, 10-20 ml arc rec¬ 
ommended to be administered by a face 
ma'k. positive pressure breathing ma¬ 
chines. or oral or nasal spray appaiatus. 

2. f.icdical documentation. Petitioners 
have presented summaries and'or copies 
of 19 reports and have cited nine addi¬ 
tional articles which they contend estab¬ 
lish Alevane's effectiveness. The Com¬ 
missioner has reviewed these submissions 
and concludes that they include no ade¬ 
quate and well-controlled studies of tiie 
type required by 21 CHt 130.12'a) (5). 
These studies were generally discussed in 
the Commission's September 11. 1971, 
order and are discussed individually 
below. 

ia> Nine cited articles. The s e articles 
arc all mentioned in tiie submission of 
January 20. 1970. These articles, except 
No. Hit below, all contain mere passing 
references to Alevaire. They are not ade¬ 
quate and well-controlled studies since 
none of them, except No. <8), involved 
the use of any control whatever, in vio¬ 
lation of section 503 of the act, 21 CF14 
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334 , and 21 CI'll 13fl.l2(aW5>MI>((>> 

(f i. Nor I" No. <i!> an adequate and wcll- 
cont rolled study, or rfDaff. d I ‘low. 

< 11 S. Blown • C.t'- !t n i>ort: '1 rarhcos- 
tomy In .Si.itn. Arthmaiicus," Annals 
of Allergy. 2r.:5fS iims*. As suggested 
in the title, tins article is a di .elusion 
of a case history of a patient. The patient 
was riven several dints including Ale- 
vairc in the coat, e of his ticaiincnt. er.d 
no mechanism was used to compare the 
effects of the various treatmeuls. 

(2) It. M. Cherniak “The Recognition 
and Management of Respiratory Insuf¬ 
ficiency," Anesthesiology 25:203 I19d4). 
As suggested in the title, this article is 
a discussion of respiratory insufficiency. 
II is not a controlled comparison of the 
effects of di nes. 

Ci> 1). N. l ir.r.k "IVR 1 r«tf) Iniialntions 
in tile Treatment of Asthmatic Attacks 
and Chronic. Asthma—A Pilot Study." 
Annals of Allergy 12:312 <1955). In this 
test, patients suficiing from an asthma 
attack were ticatcd with Alcvairc foi¬ 
ls minutes, but Alcvairc was not com¬ 
pared to any control. 

(4) O. C. Hansen-Pruss et al., "Emphy¬ 
sema in the Aged.” Journal of the Amer¬ 
ican Geriatric Society 2:153 (1954). This 
article is a general report eonccrnim: 
emphysema based on the observation of 
21 uncontrolled patients and contains a 
single unsupported statement that Alc¬ 
vairc is an effective expectorant. 

(5) M. Joannidcs, Jr., "Chronic Ob¬ 
structive Emphysema," Journal of the 
American Medical Association 152:105 
(1DG5). This at tide, ralhtr than studying. 
Alcvairc, diseu.: es aspects of the treat¬ 
ment of emphysema by surgery. The ar¬ 
ticle recommend.' that expectorant ther¬ 
apy, preferably Alcvairc. be used as pre¬ 
operative preparation. It is not a con¬ 
trolled study of Alevairc s efficacy. 

(C) F. Marchctta ft al.. "A Method of 
Tracheotomy Care,” Archives of Oto¬ 
laryngology 65:256 (1057). As suggested 
by the title, tins article is not a controlled 
study of Alcvairc. Its only mention of 
Alcvairc is to suggest Alcvaire’s adminis¬ 
tration as a method of postoperative care 
lor tracheotomy. 

(7) T. II. McGavack et al., "Metabolic 
Emergencies Common in the Elderly," 
The West Virginia Medical Journal Cl: 
109 (1965). This article, rather than 
being a study of Aleva ire, discusses me ta¬ 
bolic emergencies commonly a fleeting 
older persons. It says, m passing, that 
while the various detergents and enrymes 
have been used to thin tenacious bron¬ 
chial secretions, none has been loo suc¬ 
cessful, but that Alcvairc has been the 
most satisfactory detergent aerosol. 

(8) J. H. Modell et al.. "The Effects 
of Wetting and Antifoaniing Agents on 
Pulmonary Sur.aclaiit." Anesthesiology 
30:1CI (19G9>. This study purports to 
compare the in vitro and in vivo effects 
of Alcvairc <a wetting agent) and ethyl 
alcohol (an antifoaming agent) on nor¬ 
mal canine pulmonary surfactant. This 
does not constitute adequate and well- 
controlled study since Alcvairc was com¬ 
pared to ethyl alcohol, not to a proper 
control, 1 e., Alcvairc minus the active 


Ingredient tyloxapol. in other words, a 
mixture of 2 percent r odium bicarbonate, 

5 percent glycerin and t percent water, 
and the le t was conducted on healthy 
dogs, not on human patients suffering 
from conditions for whose treatment 
Alcvairc is irvommcnded. 

(9) J. E. Ruben “Alcvairc as an Ad¬ 
junct for Preventing Pulmonary Com¬ 
plications alter Toracotenn.v <A Compar¬ 
ative Study of 200 Care- 1 ." Anesthesiol¬ 
ogy 10:801 ( 19551 . The title explains ihc 
subject of this article and indicates that 
no control was u cd. which is borne out 
by reading tiio article. 

b. Nineteen tummarized or copied ar¬ 
ticles. The first 14 of the articles dis¬ 
cussed below were summarized in t tic 
submission of January 20, 1970. The 
other five were submit led as indicated. 

1. K. Denton et al., "Mist-O■-Gen 
Therapy nr.d Postural Drainr.ee for 
Respiratory Difficulties of the Newborn 
Infant: A Preliminary Report." Journal 
of Pediatrics 42:651 (1653). This article 
is a discussion of Mirt-O.-Gen—an ap¬ 
paratus for the administration of aerosol 
treatment to newborn infants suffciing 
from respiratory difficulties. In passing, 
the authors suggest that the apparatus 
can be used to administer Triton-A-20, 
a former designation for tyloxapol, the 
active ingredient in Alcvairc and one of 
a group of chemicals which the authors 
say has “proved chemically valuable.” 
This article does not constitute an ade¬ 
quate and well-controlled study since it 
was not a comparison of Alcvairc to a 
control as required by 21 CFR 130.13 
(a) (5) (li) (a) (if). 

2. B. Onus, “Acute Bronchiolitis treated 

with De'ergent Aerosols,” Lancet 1:1011 
(1954). This article concerns the treat¬ 
ment of infant victims of two epidemics 
of broncliiolitis. During the first epidemic 
the mortality rate was 21.9 percent; dur¬ 
ing the second epidemic patients were 
treated with three detergents, including 
Alcvairc, and none died. This is not an 
adequate and well-controlled study since 
there were no stated diagnostic criteria 
on the condition treated as required by 21 
CFR 130.12(a) (5) <ii) (d)(2) <i) and 

(iii), the article did not state the method 
of observation and recording of results 
including variables measured and quan¬ 
titation as required by 21 CFR 130.12(a) 
(5) (ii) (a) (J) and the article makes no 
effoit to define or explain the possible 
effects of environmental factors. 7 his 
third reason is important when one con¬ 
siders that the patients were in London 
and the first epidemic occurred between 
November 1952 ar.d February 1953. dates 
which include ti’j severe fog of Decem¬ 
ber 5-9. 1552. 7 .ic author admits that 
"some t patients 1 may well have had a 
more severe type of illness as a result of 
their exposure I to the fog)." * 1 Lancet at 
p. 1012'. Most importantly, there was no 
comparison of Alcvairc with a control, 
e g., a product containing Alcvairc's com-" 
ponrnts minus tyloxapol. 

3. C. J. llcinhei—. "Laryngitis in Cliil- 
dion." Southern Medical Journal 50:383 
(1957). Tills article discusses laryngitis 
hi children generally, and its puipose "is 
to plead for tcaimvoik early in order to 


prevent anoxemia and toxemia of . ever- 
impart" (50 limit hem Medical Jo.up ; 
at 383). The article mentions Alcvairc a 
an aid in treatment of acute laryncatra- 
chcobronchitis. Ibis article does not con¬ 
stitute an adequate and well-rontrolU•<: 
study since it did not compare Alcvairc to 
a control as required by 21 CFR 180.12(a> 
(5)(iii (c> <4 ). 

4. M. llolmcs-Piedlc et al.. "Aciff' 
Laryngotracheobronchitis Treated wit’. 
0.125 percent Suporinone," British Medi¬ 
cal Journal 2:777 (1950). This article re¬ 
lates to five eases of acute laryngotra- 
chcobronchitis In which Alcvairc win 
used as part of the therapy. It is not ai 
adequate and well-controlled study sine 
it did not compare Alcvairc to a contn 
as required by 21 CFR 130.12(a) (5) (ii. 
(o)(4). 

5. H. N. ICenwcll et al, "Problems of 
rreoperative and Postoperative Cases." 
American Practitioner ami Digest of 
Treatment 7:597 (1956). The title of thi 
article indicates its concern. The artiel. 
says that Alcvairc Is effective, inter aha. 
in liquifying bronchial secretions and 
should he used in preoperative and post¬ 
operative therapy in certain cases. The 
article nicicly mentions Alcvairc. It i 
not on adequate and well-contiollco 
study since it did not compare Aleva in¬ 
to a control as required by 21 CFR 
130.12(a) (5(ii) (o) (4). 

C. D. M. Little. Jr.. "Fetal Salvaec in 
Cesarian Section—The Pediatric View¬ 
point," New York State Journal of Medi¬ 
cine 53:2776 (1953). This article deah 
with methods to lower the mortality rah 
of Infants delivered by cesarian section 

L‘.>l)LU.lll J u y Iliunin A 

article, in passing.'makes the statemen: 
that Alcvairc has been ati effective deter¬ 
gent. This article, containing statement 
about Alcvairc made in passing, does not 
constitute an adequate and well-con¬ 
trolled study since it did not compar. 
Alcvairc to a control as required by 2i 
CFR 130.12(a)(5)(ii) (o) (4). 

7. J. B. Miller et al., "Alcvairc Inhala¬ 
tion for Eliminating Secretions ir. 
Asthma, Sinusitis. Bronchitis and Bron¬ 
chiectasis of Adults: A Preliminary Re¬ 
port," Annals of Allergy 12:611 (1554'. 
This article makes suggestions concern¬ 
ing how Alcvairc might he administered. 
In addition the article contains case re¬ 
ports of seventeen people with respira¬ 
tory diseases and their response to treat¬ 
ment with Alcvairc. This article is not ai. 
adequate and well-controlled study sine 
it did not compare Alcvairc to a control 
as required by 21 CFR 130.12(n > (5) <ii■ 
(b)( 4). In fact, the study itself says: 
"Tills docs not pretend to be a con¬ 
trolled study." 12 Annals of Allergy a 
624. 

8 . W. F. Miller, "Chronic Inflamma¬ 
tory Bronchopulmonary Disorders: A 
Physiologically Oriented Approach t 
Treatment,” Archives of Internal Medi¬ 
cine 107:589 (19CD. As suggested by tin 
title, this article deals with the tu-at- 
ment of chronic inflammatory broncho 
pulmonary disorders. In passing the arti¬ 
cle says that Alevalre alleviates airwaj 
obstructions. This article, containin 
the living organism, the article does no 
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constitute an adequ »tc and well-con¬ 
trolled .study since it did not compare 
Alcvairc to a control a-*, requhed by 21 
CEP 130.12(a) (5> ui> <a> (4>. 

. 9. 3. K Ravcnrl, “New Techniques of 
Humidification in Pehn: r.c>." Journal 
of the American Medical Ar.-ocialion 
101:707 (1053). This nrt.clc claims to 
contain the results of an in vitro experi¬ 
ment In which Alcvairc was shown to 
lower the viscosity of saliva, bronchi- 
cctatic pus and amnio::e fluid by 10 per¬ 
cent. 19 percent, ar.d 21 percent respec¬ 
tively while water produced no thinning. 
The article aLo states tii.il Aievaiie lies 
helped those with various respiratory 
conditions. The results of the m vitro 
study does not constltu’c an adequate 
and well-controlled study of Alevaire’s 
effectiveness since ;:i vitro tc.'.’_5 do not 
assure that the same le .ulus will occur in 
the living organisms. lire article does not 
explain quantitation ami how variables 
were measured as required by 21 CFP. 
130.12(a) (5) <u* <<t> (2>. the article does 
not present a summary of the methods 
of analysis and an evaluation of data 
derived from the study as required by 
21 Cl'H 130.12(a> <5) (ii» <a) (5>. and tbc 
article is concUisory and lacks detail, 
data and an explanation of experimental 
technique. In addition. Alcvairc was not 
compared to a proper control, e tc. Alc¬ 
vairc minus tyloxapol. 

10. M. S. Sadove et ah. “Postoperative 
Aerosol Therapy." Journal of the Ameri¬ 
can Medical Associ ition 156:759 (1954). 
Tills article sues tiie views of the au¬ 
thors on the place of aerosol therapy in 
uic care ui p.tueuwt rti.vi uisvaiiuu. 7*hc 
article mentions that Alcvairc may be 
used for such therapy and offers testi¬ 
monials of its effectiveness. This article 
does not constitute an adequate and 
well-controlled study since it did not 
compare Alevaire to a control as re¬ 
quired by 21 CFTt 130.12(a) (5) (ii» (a > 
< 4 >. 

11. M. S. Segal et ah. "Treatment of 
Chronic Pulmonary Emphysema.” Amer¬ 
ican Rev. Tuberculosis 69:915 (1954). 
The title of this article indicates ils 
contents. Alevaire is mentioned as an 
aid in treatment. This article does no: 
constitute an adequate and well-con¬ 
trolled study since it did not compare 
Alevaire to a control as required by 21 
CPU 130.12(a)(3) (ii) (c> (4). 

12. A. Smessaert ct ah. "Aerosol Ad¬ 
ministration of Alevaire: II. Clinical 
Evaluation.” New York State Medical 
Journal 53:15S7 (1933*. This article 
suinmarises the rc-ncfuus of 390 patients 
to Alevaire. The therapeutic re<po.".-c 
was luted m tiie artiric under four 
rroui»: paod. appreciable, fair and ln-rr. 
The«e restwipscs were b e.ecl on cm : ler- 
fttion oi the following factors: volume, 
color, ar.d vi-eo ity of sputum or sc- ic- 
lioiu; temperature and pul- e: rharvtis 
In the re juratory eilort and in the aus- 
euPatnry sign-; radiologic appeara.ure 
b'l'iie and after ther.Tpy; and the r.en- 
'•c.ii condition of the patient. Tl<- v te.-t 
• ■•u,.d liut 204 of tiie patients i70 per- 
f *'• *f 1 were in tne "goad" and "appre- 
itj'-'.e" category. Tilts article dues not 
cMuiltute an adequate and well-con¬ 


trolled study since It did not compare 
Alevaire to a control as required by 21 
Cl'H 130.12H) (5) (ii) (a)'4). 

13. F. C. Stiles. "Aerosol Therapy in 
Children.” the V.'t coir.m Medical Jour¬ 
nal 52:543 <1953). This article talks 
about the use of Alcvairc and other 
aerosols for various respiratory condi¬ 
tion;. It is not an adequate and well- 
controlled study since it did not com¬ 
pare Alevaire to a control as required 
by 21 CT it 130.12(a)(5) (it* (m (4>. 

14. M. L. Tair.tcr ct ah, "Alevaire ns a 
Mucolytic Agent.” the New England 
Journal of Medicine 233:704 (1955). This 
article summarizes the conclusions of 
previous articles on Alevaire. Tiie authors 
say that they have carried out in vitro 
experiments to measure surface tension 
effects of Alevaire on sputum. Alevaire 
v..vs found to lower surface tendon by 
20 percent, whereas it was found that 
water did not lower surface tension. 
Other tests showed that when a r.lass 
plate was coa.ted with Alevaire anti set at 
a 43’ angle and sputum was dropped into 
it, the time required for the sputum to 
slide a distance of 15 cm. was about one- 
third the time the sputum took to slide 
off of a class plate which was water- 
weitcd and held at a 45’ angle. This ar¬ 
ticle dues not constitute an adequate and 
well-controlled study since in vitro re¬ 
sults cannot be extrapolated to the living 
organism. Uie teats conducted do not 
show that Alevaire is effective for its 
recommended use since it does not show 
that patients with pulmonary diseases 
can better eliminate bronchial secretions. 

r\ * > r' if Hi/I fnt rriMUiirft Alpu^iro o 

' proper control, e.g. Alevaire minus 
tyloxapol. 

15. Ii. M. Cohen. "Ultrasonic Nebu'.iza- 
tion of Water and Mucoevacuant Solu¬ 
tions in Patients with Obstructive Lung 
Disease: Volumetric and Ventilatory Re¬ 
sponses to Acute Administration.” This 
study wa.s summarized in tiie submission 
of January 20. 1970, submitted as exhibit 
19 of the submission of June 5. 1970 and 
reuibnuUed as revised in the submission 
of June 21. 1971. This test involved 15 
patients with obstructive ventilatory dis¬ 
eases'• bronchial asthma and chronic 
bronchitisi and retained secretions. The 
effects of Alevaire and distilled water 
were measured. The lest measured sev¬ 
eral indices and concluded that Alevaire 
was more effective than water. Tills test 
is r.ot nu adequate and well-controlled 
study since the diagnostic criteria for 
iJ-nufj int bronc!'.!-.l asthma end chronic 
bronchitis patients were not stated as re¬ 
quired by 21 CEH 130.12'a' (5> (ill (a) (2) 
ii’- method of patient selection is 
not explained, the study did not stale tiie 
s'c;s. taken to assess subjective response 
mid ft.iiiiini/c bins on tiie part of the sub¬ 
letand observer ar, required by 21 Cl'H 
1 .. 112 1 a) <5 m ii i (aM J), the test did ivst 
d.viiment the levels and method of biuut- 
tm: ft-s required by 21 CFP 130.13(a)(5) 
(!!• 'ni(4>. and the administration of the 
water and Alevaire was preceded by (he 
hiuiilatioii o* a bronchndffotor. meaning 
the effects of water and Alevaire cannot 
be sepalaW from the effects of tiie 
bronchoddator. Mott Importantly, the 


o 

test did not compare Alevaire to a_proper 
control, e g. Alevaire minus lyloxapb!. in. 
other words a solution of 2 jxrrccnt .'.odi¬ 
um bicarbonate, 5 percent of glycerine 
and 93 iicrccnt water. In addition the 
statistical support claimed for alevaire 
is not valid since Uie design of the ex¬ 
periment. althotir.li a crossover, was not 
analyzed as such, the baseline differences 
between treatment groups and patients 
were not adequately taken into account; 
nor were the summary tables submitted 
adequate to measure improvement for all 
volumetric and ventilatory responses 
taken, and the specific analytical model 
was not presented in a complete fashion. 
In particular, the definition of replica¬ 
tion in the applicant's model and the 
magnitude of tiie error term and scien¬ 
tific degrees of freedom were not 
presented. 

10 . G. Heck, untitled and uncompleted 
study comparing Alcvairc to isotonic 
saline. A description of this test was 
given in January 20. 1970. A summary of 
its progress was submitted on June 5. 
1970. On June 21. 1971 Rood and Drug 
Administration was told that Dr. Ecck 
was having troubles finding proper pa¬ 
tients for his study. On August 12. 1971, 
Rood and Ding Administration was again 
informed of Uie difficulties encountered 
with completing this test along with Dr. 
Keck's affidavit concerning those diffi¬ 
culties. An incomplete test of this nature 
cannot constitute an adequate and wcll- 
controlled study since the information 
provided is too sketchy to evaluate. 

17. W. F. Miller and P. Paez "Blind 
Cfi:n r >nrisnn arpor)'* Normal Saline tl'c- 

tilled Water and Two Surface Active 
agents in Sputum Evacuation.” Tills 
study was mentioned in the submission of 
January 20. 1970. A completed version 
was submitted as exhibit 18 of the sub¬ 
mission of June 5. 1970. In this test 20 
patients w ith a variety of bronchopulmo¬ 
nary diseases were each tested with four- 
different substances. The test is not an 
adequate ar.d well-controlled study since 
patient selection reflected variable dis¬ 
ease conditions contrary to 21 CiTt 120.12 
(a)(5) (ii) (a) (2) (ii, and as a conse¬ 
quence the variability of sputum volume 
and retention qualities precluded uniform 
measurement of effectiveness, I he test did 
not assure comparability in tc.M and con¬ 
trol groups of pertinent variables such 
as age. sex. severity, or duration of dis¬ 
ease. and use of drugs other than the 
test drugs ns required by 130 12(a)(5) 
(11' (a) (2) (iii). tiie assessment of sub¬ 
jective response was not stated as re¬ 
quired by 21 CRR 130.12(a) (5) (ii) (a) (3), 
an important factor in these cases where 
there is some question of whether pa¬ 
tients are capable of accurate evaluation 
of their own sputum consistency, the 
study does not explain the method of ob- 
•servation and recording of revolts as re¬ 
quired bv 21 CF3 130.12(a) (5) (it* (q) (J>. 
the study does not explain the steps 
taken to minimize bias on the part of 
tiie subject and observer as required by 
21 CFP. 130.12(a) (5> (ilKa) (3) and (4). 
the study did not provide a comparison 
of the results of diagnosis and treatment 
with a control In such a fashion as to 
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permit Hi*! quantitative evaluation re- i 
quired by 21 O ii ISO.l i5»(iii'«> *3 '• 
nncl the te-t did not d. cunicnt levels and 
method-. c.r Umdiii*! s-. ivquircd by -l 
CKH 130.12«ft) <5• tiiMRM J*. I" ac. .. -on 
" the statistical analysis was not valid sine v 
Aleva ire was r.tiir.ini-Mi-:1 to ouly * :im 
the number of patents who received 
normal saline and eh •Hied water, the 
splroniclric test is complicated b> 
use of Eronkonictcr r-io-ol which also 
lias mucocvacuant p.v perlies. and the. 
data lack adequate d. -.ml to permit trend 
enalvsis or eomprciirwion of methodol¬ 
ogy. Most importantly, this test is lnaue- 
/ quale since it did no', compare .i.c’.zue 
to a proper control, c.r. Alcvaire minus 
tyloxapol. in other words a solution ot 
2 percent soiUiun bicarbonate, b pc.- 
cent glycerin and 93 percent 'rater. 

18. Pv. E. Goldhammcr ft al.. t-flens of 
a Mucoevacinnt on Mucus and Rcsp.ia- 
tory Tract Fluid: A Control Study m 
Immature Cats." Archives of Environ¬ 
mental Health 20:980 <19.0* Hus ai- 
ticlc was mentioned ::i the submission of 
January 20. 1010. was submitted on May 
7. 1970, and resubmitted as exhibit 1GB 
of the submission of June 5. 19.0. This 
article does not constitute an adequate 
and well-controlled study since there 
were no indications of the stops taV.cn 
to minimize bias by me observer as re¬ 
quired by 21 CPU 130.12(a) <5> <10 <a» (3) 
and (4). and cats are poor animals to use 
to support claims of efficacy of Alcvaire 
in humans because tiro respiratory tiact 


each lias conducted upon Alcvaire, and 
v.inrh tiioreloie d<> not constitute a valid 
b.. ,-s for their f.ual conclusions. 

The r.Tid. vi!.- :>1 o oruc ll.al die regu¬ 
lations requiring ac equate and well-con- 
trolled studies of effect iveners as a pre- 
r.-quisite for a hcarnuf should r.ot be 
applied to Alcvaire because cf the special 
properties of aerosol drugs. It is con- 
tended Unit patients cannot to piopcr.y 
blinded because Alcvaire tastes, looks, 
and foams and has a consistency differ¬ 
ent than water thereby allowing the 
patient to recognize which preparation 
lie is receiving. It is aho saiti tl.at the dis¬ 
ease states of patients vary from day to 
day. These contentions tio not obviate the 
need for compliance with the regulations. 
Alcvaire liui-t be compared to Its own 
vehicle. ill other words, to a pre-dust con¬ 
taining the ingredients of Alcvaire minus 
lyloxapol. i.c. a solution of 2 percent 
sodium bicarbonate. 5 percent glycerin 
and 93 percent water. A patient could 
not detect the difference between such a 
compound and Alcvaire. And while the 
severity of a duen.se on any given day 
may vary from day to day or even minute 
to minute, a documentation of symptom 
trends over a period of time could lie 
employed so as to reduce this obstacle. 
An adequate and well-controlled clinical 
study is therefore entirely feasible. 

On June 21, 1971. petitioner submitted 

- five additional affidavits. Tiic.se- affidavits 

- stated that the affiants reviewed the 
, Miller-Paez article and the Coiien article 


the requirements found in the 19C2 New 
Drug Amendments to the Federal l-'ood. 
JJi tig. and Cosmetic Act that "new dnit-s” 
must be generally recognized as safe and 
effective. Petitioners base tl.'eir claim of 
exemption on the ground that they arc 
••Grandfathered," that Is that Alcvaire 
Is not a "new drug" since it falls within 
the exemption found in section 107>e) 
<4) of the ]9C2 Amendments. Public Law 
C7-781. The contention that Alcvaire is 
not subject to live efficacy review of the 
19C2 Amendments to the Act is insub¬ 
stantial since the drug was coveted by 
an effective application under 21 U S.C. 
339 on the day preceding the enact¬ 
ment date of the 19(12 Amendments and 
Use NDA was never withdrawn or dis¬ 
approved by PDA. A drug subject to an 
NDA prior to October 9. 19C2, does not 
qualify for an exemption from the new 
drug provisions of the Act under the 
grandfather provisions of the 1902 New 
Drug Amendments. URV Pharmaceutical 
Corp. v. Richardson. 4G1 F. 2d 223 tC.A. 
4, 1972). 

b. The right to a hearing is not un¬ 
conditional. In their submission of Janu¬ 
ary 20. and June 5, 1970, petitioners 
contend that they have an unconditional 
light to a hearing concerning whether 
Alcvaire is effective. This contention is 
without merit. Courts in several ernes 
have held that there is no such uncondi¬ 
tional right. Diamond Laboratories, Inc. 
v. Richardson, 452 F. 2d £03 <C.A. 8, 
1972i. Ciba-Geigy Corp. v. Richardson. 
41G F. 2d 4GG (C.A. 2.' 1971) ; Upjohn Co. 


of a cat is short comparer to me ju..u..h, 
thereby minimizing the "fallout" oi large 
droplets. In addition Alcvaire was not 
compared to a proper control, e.g.. Ale- 
vairc minus tyloxapol, in other voids a 
solution of 2 percent sodium bicarbonate, 

5 percent glycerine and 93 percent water. 

19. J. W. Polk et al.. "A Comparative 
Study of Alcvaire and a New Mucolytic 
Agent. Acumisl in Postoperative Pa¬ 
tients" the Eve. Ear. Nose and Throat 
Monthly 49:30 (1970). This article was 
submitted on August 13. 1910. ar.d com¬ 
pares Alcvaire to Acumisl and concluc.es 
that Acunrist is a more effective muco¬ 
lytic agent. This article is not an adequate 
rnd well-controlled study demonstrating 
Alevaires effectiveness since it did not 
compare Alcvaire to a. proper control, 

• e.p., Alcvaire minus tyloxa^o!. 

3. Affidavits concerning Alcvairc's ef¬ 
fectiveness. On January 28, 1510. pct.- 
tior.crs submitted six cff.davits which 


contend that clinical experience nas 
shown Alcvaire to be effective for its 
recommended uses and that criteria for 
adequate and well-eonnulled clinical 
studies prescribed by IDA regulations 
should be deemed inapplicable to aeic.ol 


medication. 

Despite the expressed opinions that 
Alcvaire is effective, in only four of the 
affidavits (Cohen. Miller*! Leek, and P.av- 
tr.el) is anythin;; more than general 


**»• v* VW*1U1 »• .* . . 

sutured adequate and vtll-ccntrollcd 
studies as defined by FDA regulations. 
This conclusion can have no basis in 
fact and does not require a hearing since, 
as pointed out above, the Coiien and 
Miiler-Pacz studies do r.ot conform to 
several requirements of the FDA regula¬ 
tions defining adequate and well- 
controlled studies, and. most impor¬ 
tantly, do not even compare Alcvaire to 
a proper control, as pointed out in the 
discussions of two to -ts, supra. 

On August 12. 1971. petitioners sub¬ 
mitted two additional affidavits. Both af¬ 
fidavits state that they have been unable 
to complete the studies they had agreed 
to perform either <;::e to lark of person¬ 
nel or a proper patient population. In 
addition, one concludes that there is 
"substantial evidence" that Alcvaire is 
effective based, in part, on the Colton 
and Miller-Paoz studies. The other con¬ 
cludes that tire Col.cn end Miller-Pr.cz 
rtudier fall within the I DA regulation 
for adequate and well-con*rolled studies. 
These conclusions have no basis in fact 
and do not rcqaiie a heaving since, as 
pointed oat above, the Coi.cn and Millcr- 
Fuez studies do r.ot conform to several 
requirements of fr.c iT)A ic;.n.aliens de¬ 
fining ndequa'e and well-controlled 
studies, and, most Importantly, do r.ot 
even compare Alcvaire to a proper con¬ 
trol. as iKiinl-.-d out in the discussions of 


clinical experience rent'd upon to jtis-ny 
such a conclusion. '1 he conWu. io-u; of 
Cohen. Mi! er. i ck. and Rave:.cl arc 
based cn general clinical iiaprc. 'lean and 
upon studies, which have not been sliown 
to bo adequate and well controlled, that 


the two tests, supra. 

4. Lead arguments —a Alcvaire is not 
a "grandfathered’’ drug. In the submis¬ 
sion of January’ 30. 1970. petitioners 
claimed that Alcvaire is not subject to 


v. l inen, szz i-. zu yi-* tun. u. 
Pharmaceutical Manufacturers A<s n. v. 
Richardson. 318 F. Supp. 301 <D. Del., 
1970). These cases recognize that those 
petitioning for a hearing must demon¬ 
strate that they have substantial evi¬ 
dence of the effectiveness of their drug 
as evidenced by adequate and well- 
controlled studies. Petitioners, as pointed 
out above, have not presented such 
evidence. 

5. Summary. Before petitioners re¬ 
quest for hearing may be granted, the 
information submitted as part of the re- 
quest must show there is substantial evi¬ 
dence that Alcvaire will have tiie effect 
it purports or is represented to l ave un¬ 
der the conditions of u e prescribed, rec¬ 
ommended or suggested in the labeling. 
21 U.S.C. 355(0': 21 CFR 130.12<a) <5>. 
Certain principles have been developed 
bv the scientific community as c.-.*entails 
of adequate and well-controlled clinical 
investigations. They provide the basis for 
e aaulUhing that there is substantial evi¬ 
dence to support claims of effectiveness. 

A well-controlled clinical investigation 
should provide lor comparison of tire ic- 
sulls of treatment with a control which 
permits quantitative evaluation. The pre- 
ri'c nature of tire control ir.Uot be stated 
ami an explanation of tiie methods used 
to minimize bins on tiie part of observers 
and the analysts of the data. The level 
and method of "blinding * techniques 
must be documented. 

In the case of Alcvaire, a comparison 
of the results of use of the drug It-*elf 
with an Inactive preparation designed to 
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A!«*\.*iio mu.» >'” ••'•in * ,iU • 

to .iI>11 ii < c'.ivrt'v . ■• •• 11 

l;ctl (".i would I"''' ■'* c.i.ui'ate 

AU'vah'e to n pivbuit i out .Tun” fttl 
r. f,, iL’ rv 'i" '>»' p* •* l^rcrut I - ' - 1 • 

r.i:b spate and 5 I at ‘ 
j/ ^*',0 . or :u*r»< !• •? c *’*. il nu- s, ic.i 

a rompuu.vli. Mo: cover. the Valuer 
v .Hi.- citea by the XAS-NRC ,>ri.t-1 c.^- 
tabli.-hcs that Aleva: re containing ty»ox- 
n;o!. 2 percent rcdi-.m Ineo.ruo:. •»*‘J 
i, i'.crccnl Biycev.n v..<s no more e*.-'Cw\«. 
than lire coiTrol sduUMi continuing no 
nloxapol, which c-viecnce j:c.si.o..c.s 
have no; refuted. Therefore. peUtiwscr* 
contention is without merit. 

c. 7 iic NAS-NitC ri'i'.itt uerrents in- 
sf^ittion of rJiils e.’pie: cd 1/'r(. Ill 
tiielr i.ubmi- ion of January -0 1979. pc- 
titios#£*!*.*» ?•!*.-« that t»r<’ N .site 1 w 
does not warrant the luMituhon c.f with¬ 
drawal proceedings «•? nisi A.evaiie 

since, inter alia, the NAS-NKC parol v.-as 
not familiar with the clinical use of Ale- 
vane. the Commissioner end not conduct 
an independent review of Alcvaires ef¬ 
fectiveness. and the NAS-NRC panel a;>- 
pnrcntly misunderstood tire true ) nysio- 
losicai effects of Aleva ire. This objection 
is ip-uh-tantiai. The NAS-NRC reviewed 
medical literature on Alcvairc determin¬ 
ing that it did not contain substantial 
evidence of its effectiveness. To the con¬ 
trary. the study by Palmer. ‘The eflecs 
of an aerosol detergent in chronic bron¬ 
chitis.” Lancet 1:611-013 1 1037>. clearly 
esiaonsncu ih..l A;e»....s containing 
detergent and sodium bicarbonate w.v .o 
more effective than the contiol solution 
containing sodiutn bicarbonate but no 
detergent. The Commissioner conducted 
an independent evaluation of the NAS- 
NRC conclusions, the material in Alc- 
vaiie's new drug application and otiicr 
scientific literature rcl.-tmg to Alcvaiie. 
On tne basis of tins evaluation the Com¬ 
missioner concurred mat mere was a 
lock of substantia! evidee.ee that the au¬ 
dition of the small amount of tyloxapol 
which is found in Alev..ire increases me 
effectiveness of the picduct. The NAS- 
NP.C reviewed mob.cal literature in hght 
of the claims for Alcvairc made by peti¬ 
tioners. It concluded and the Commis¬ 
sioner concurred that there v as r.o .sub¬ 
stantial evidence mat Aievaire had its 
labeled physiological snivels. 

• c Oferr c-.v-i ■ • ' In addition to Uie 

v- ,:r.l .o;-.-,’.:r.er.‘.s ciitcrosed above, 
petit.cir. is state oil er re .'.sons for ernnt- 
ititr a hearing for Alcvain*. None o. mese, 
iiUv.c'iiT, &4c *.•* r.:;y • **• 

5 f:rrJ:)rr'. Tit? rom:nt" , icncr. on the 
ba*i' of the info: h ibefore hail and 
a r*-v:tw of tee drctinv.u'V'.son. a.a-.'.avits. 
m.«i a* •umcr.f oiieri 1 to • rn.nort 

tt. c claims of efieetr.eiu-s for A'.:'., .re. 
l*lc- jl t t:.<’:e a lafl: of *’.’V-taiill.-.l 
evidence that the drug l.a< me thet i. 

represented to have under 
ihe'cciidil.r'.s of e cru.rd. ivotlt* 

I,.-It tv i.ors’i ; steel n:^ : ’ ■ ; 

U.»- it ■ a', a: uiuci.ts .-.re m ub uv.-.i. 

tu. d tiiat the jh lsttoners have fau.d to 
s. t forth s;*ve.fie farts showing ti at 
ii.'-rc is a rent.•.:*.•• stui-tani--l : - tie 
oi tact ri(,uiri:;g a hearing. 

'i 1 i-rtfore. pursumtl to provi-ton'' o’ 
the J ederai l oad. D- anu Cot ineiic 


NOTICES 

• r .. rA-/o> r 1 ^* 1 ° r.r. 

Art < ec.u.• ^ • •— ° 4 ■* — , 

-.-J.rT- 21 VdLlf. ttl-.-l isiii.cr 

ill- i-nl’iauVv or. v -d to the Comm:— 
siop.cr >21 Ciit 21-'". lcH.KSt ior 
)i. ainv. is del... J. and ti*C approval oi 
la -.v di ::: application Nos. 10-6Id and 
lt--|to and all atuendmonts blid Mtpp’.e- 
thc-eto. i 1 withdrawn ch'cctne on 
tu'e date of publication of this document. 

Dated: March 2. 1373. 

William r. Ranpoli-ii. 

Acting Associate Commissioner 

/or Compliance. 

[IK UOC.73-4S33 Filed 3-7-73:8:43 r.:»l 


6.109 


Mr' P.'t'.h Dudley, Informalion Officer, 
KINDS. RuiUhn:; 31. Room LAOS. U|c- 
phonc -Sf'C-5751. will furni h summaries 
of the meeting, roster ; of the Comrais- 
:.io:i members, ami Dr. Iiarrv M. Weaver. 
1 ill I! ti ill A 31. Room <JA3t. telephone 4.*6- 
3323. will L'ivc Commission activities 
information. 

Dated: February 2S. 1973. 

John F. SiimMAN. 

Dcvulv Director. 

National Institutes ol Health. 

[Fit Doc73-1470 Filed 3-7-73.8:45 nm| 


Natiooil Ir.stitutss of Health 
EilEAST CANCER V.'ORKING GROUP 
Rolice of f’cetinj 

Pursuant to Public Law on-itGa, no¬ 
tice is hereby given of the mectinr; of 
t'*c lire k tst Cancer Work in rr Gi oop ci t 
Special Virus Cancer Piogram. March 30. 
1973 at 9 a.tn.. National Institute., o. 
Health, Building 31. Conference Kotin i. 
This m' cling v. iil be open to the public 
from 9 a m.. March 20. 1973. to discuss 
the progress of tht; .socinent s piovrain of 
breast cancer research during the previ¬ 
ous 4 months and closed lo the public 
from 9:30 a.m.. March 30. 1973. in ac¬ 
cordance with the- provisions set form in 
section 532 (b)4 title V. Unitc-d States 
Code and section 10<d) of Public Lav. 
r.n a tten-l-'iice hv the public will be 

limited to space available. 

Mr. Frank Karel. Associate Director 
for Public Affairs. NCI, Building 31. 
P.oom 10A-31. National Institutes of 
Health, Hethesda, Md. 20014. 301—496- 
1911, will furnish sumaries of the open/ 
closed meeting and roster of committee 
members. 

Dr. Ernest J. Plata. Executive Secre¬ 
tary. Building 41. Suite 300. National 
Institutes of Health. Bethe'da. Md. 
20014. 301-496-6173. will provide sub¬ 
stantive program information. 

D^ted: February 23.1973. 

John F. SitrnMAN. 
Deputy Directo'. 
National Institutes ol Health. 
(Fit Doc.73-4473 Filed 3-7-7318:45 am| 


PERIODONTAL DISEASES ADVISORY 
COMMITTEE 

Notice of Meeting 

Pursuant to Public Law 92-463. notice 
is hereby given of the meeting of tne 
Periodontal Diseases Advisory Commit¬ 
tee March 27, 1973. National Institutes 
of Health. Building 31-C. Conference 
Room 7 This meeting will be open to the 
public from 9:30 a.m. to 5 p m. on March 
27 to develop more specific advice to 
tPc National Institute of Dental Research 
in planning research strategics on perio¬ 
dontal disease. Attendance by the public 
will be limited to space available. 

The Executive Secretary from whom 
substantive information may be obtained 
is Dr. Anthony A. Rizzo. Extramural 
Programs. National Institute of Dental 
Research. National Institutes of Health, 
w.,d„r.™i Building. Room 506, Betliesda, 

Md. 20014. 

Dated: February 28.1973. 

John F. Shehman. 

Deputy Director. 

National Institutes o/ Health. 

(Fit Doc.73-4472 Filed 3-7-73:8.45 am) 


NATIONAL ADVISORY COMMISSION ON 
MULTIPLE SCLEROSIS 

Notice of Meeting 

Pursuant to Public Law 92-4C3. notice 
is lie-.vby given of Hie meeting of ’Ire Na¬ 
tional .Advisory Commission on Multiple 
Sciero.Ui on March 27. 1973, at the Na¬ 
tional Institutes of Health, Buudu.g 31. 
Conference Room 3. Tills meeting v. ill be 
open to the public from 10 a m. to ■ P-tn. 
and will continue the investigation into 
the most promising avenues for research 
lead:::.! to cait-Oa of and preventives and 
tieatii.ents lot nvjI'.'P'.e sclerosis. Attend* 
ar.ee by the public v. ill be limited to space 
available. 


SICKLE CELL DISEASE ADVISORY 
COMMITTEE • 

Notice of Meeting 

Pursuant to Public Law 92-463. notice 
is lirrebv given of the meeting of the 
Sid le Cell Disease Advisory Committee. 
March 22 and 23. 1973. National Insti¬ 
tutes of Health, Building 31. Conference 
Room 4. This meeting will be open to 
the public front 8:20 a.m. to 5:30 p m. on 
both days. The agenda items will gen¬ 
erate discussion on subcommittee ropoits 
and program stall reports. Attendance 
by the public will be limited to space 
available. 

Mr. Hugh Jackson. Information O.u- 
cer. NIH.I. NTH Building 31. Room 4A10. 
phone 4 96-423G. will furnish summaries 
of the meeting and rosters of the com¬ 
mittee members. Substantive in,or.na¬ 
tion may also be obtained from the Ex¬ 
ecutive. Secretary. Mr. Howard F. Manly. 
Nil:J, Ml! Building 31. Room 5A03, 
phone 496-6331. 

Dated: February 28 . 1973 . 

John F. SitrrMAK. 

Deputy Director. 

National Institutes ol Health. 

(Fit Doc.73—4471 Filed 3-7 -73;8;45 *m| 
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COMPLAIHEXHIBIT 3 A. 25 notices 


Merchant Marine Act. IMG. as amended. 

H rhould be assumed that each vessel 
DMued v-ill engage m U.e trades cc- 
JBk (] on ft lull-tin e basin. As stag'd 
IPTho prior notification. each voyage 
mast be approved lor ftih-idy belwc 
commcnccpicnt cl Uic voyage and tnc 
Maritime Subsidy Hoard v ill a.t o.i 
each request lor a :ub.:<Vcd voyage .is 
an ndinint tralive matter under n 
term* of the inriividti. 1 <>pcralu.„-diilcr- 
cntial rub.idy contract, ’ibis procedure. 
v.il1 continue thronglimit the l-mon.-i 
extension described above. 

Any perron having :>n intcre.t m ...f 
’proposed extension ol the Toreroing 

described agreements fi<>: i June .,3. l 
to July 51. 1073. and v.ho would contest 
such r.n extension l>y 'he Mrhinie 
Subsidy Hoard, must, on or t-.-.o.c 
June 22, 1072. notily the Board s .-cr.c - 
tary. in writing. o! his desire to inter¬ 
vene. with as much specificity as pos¬ 
sible, giving those facts that the mtrr- 
venor would underlalte to prove r.t any 
hearing that may be ordered on the 
sub'cct. Further, each such statement 
Ehr.il Identify tire contractor against 
which the intervention is lodged. 

Dated June 13. 1073. 

By order of the Maritime Subsidy 

Board. „ , 

James S. Dawson, Jr., 

Secretary. 

[Fit Doe.73-13179 l lltcl 0-15-73;E:tS r-Tit] 

^DEPART!.'F-NT OF HEALTH. LDUCA* 

-rj/-.M r Mr, t’;r[_r/.i>F 

Food and Rnif* Administration 

[Dihi rsaa. Uv-.', et no. rnr-ir * ’ '■ ••fa i.o 
10-CIS r.i'Cl C-530] 

wiNTi’.rtop rnoDtJCTS. it;c., and 
WIN n 1P.OP I.A170RA1 OKIES 


Alcvairc; Termination ol O.-dcr'.Vithorav/ing 
Approval of New Drug Applications 

On March G, 1S73. the Food and Drive 
Administration published a final order in 
the Fcarr.M. JTegiste!. t2u l it C303-9) 
denying re rue Is lor a hearing and w ;Ui- 
drawing approval of jio.v dn .13 applica- 
tions Kos. 10 C!3 and 8-530 for the 
druu Aleva ire. On April 1C. ITm?. a peti¬ 
tion for reconsideration of the order vdii 
supporting materials wav filcc! by Ster¬ 
ling Dm?.. Inc., V/inthrop F: outlets. -r.c., 
end Freon Laboratories. Following review 
of the petition lor reconsideration, the 
Food and Dm? Administration has con¬ 
cluded that the requests lor hearing 
should be reevaluated. 

Therefore, pr.n v.nt to provisions ol 
the Federal Food. D: n~. and ('osmetic Act 
(see. 505 (f> and Oil. :'-2 Ct.-.t. 10 j 2. rs 
amended: 21 U.S.C. 355 <f> mid <h>) r rd 
under authority <!?'n - ated to the C o:n- 
nibsioncr (2! CVH 2.120'. tb.e order of 
March G. 1073, is set aside and approval 
of nc-.v drir. application No-.. 10-012 ar.il 
ti-330. and all amendments and rupp.c- 
• Hunts thereto. Is icw-tatcd. 

^ Dated June 11.1073. 

W Sam D. Fine. 

AssociVl- Coii:i.-;:'-o i.ua r tor 

Coviphc.ucc. 
|ril Doc .73-12152 Fill'd 6-15-V3;0:45 »m| 


DEPAPTI 1F.NT OF HOUSING AND 
URBAN DEVELOPMENT 
Office of Interstate Land Sales Registration 
IDoCllct. No. N -73-159) 

CNGLloll MOUNTAIN DfiVCLOPl.'.tNT, 

r.r AL. 

Notice ol Hearing 
Notice Is hereby riven that: 

1 Preferred Development Corp.. a ] 
Teiinc'-'ce corporation and a wholly . 
'owned Mib iilimy ol reoplcs’ Protective - 
Corii a Tenncar.tc hold’ll-: corporation, 
its orators and aunts, hereinafter Te¬ 
le; red to as •■Respondent,” L- :r ;• subject 
to the provisions of the 1 liter-’ ale Land 
Calts l ull Disclosure Act U’ubh.e Law 
o 0 -' Uii (15 U.C C. 1701 ct roq >. lceciwJ 
a notice of pro.-ecdtnrs and o:»poitrinity 
lor lira rill? dried May 4. 5tn3, which 
whs sent to the developer pursuant to la 
U.S.C. 170 G'd> end 2-1 CFK 17104f.'b) 
( 1 ) informing the clcvtloper of in.orma- 
Uoii eb' hied bv the Office of Jn'.eri tv.e 
I.ar.cl Safes Rcgi'.lration snowing that-ft 
change iiad occurred which n..c. ted inn- 
tr-ri'il Lets in tlie developer's svitemcnt 
ol record for Fm-li'-h Mountain develop¬ 
ment Tmd tire failure ol the d-**.vlopcr to 
r.ni"nd the jicrlinent sections of the 
statement of rccoicl and property re- 
port. 

2 Tiic Respondent filed an answer ie- 
ceived May f-2. 1973, in answer to the 
allegations of the notice of procccdincs 
and opportunity lor a hearing. 

3 In said ■ newer tl.c Hcspo aient je- 
quested a hearing on the allegations 

* . . .. . ^t \y\e--r, 

COIlUU:UU 441 liiv 4.W#**ww 4-^-- 

anu wu.iAW j act __* 

•k. iiieiciun*. ■ 

' Sions of 15 tT.s e. ViOoiCit end C* 
1120 ICOfb), it hereby o lucict', 
a public hearins lor the purpa e of ta.t- 
Ing evidence on the ciutations set jcuii 
" in the notice oi iirovi-cuiniis m.d oirpo*- 
tunity lor hearing will be held be:me 
Administrative Law Ju r;e j..iks L.own. 
" in loom 7233. Department of FUD 


ATOf/.lC ENERGY COMMISSION 

[DjcV.cU Now 50-2C-J. 50-270, 1 0-207) 

DUKE POWER CO. 

Addendum to Eiiml Enviionmental 
Statement 

Pursuant to U.e National I'nvnoniv.on- 
tal IV,u y Acl of 1W0 and the L -. AJo.n.- 
Dnei.-y C'ommv .■.ion s li r.ulat:ons in . . 
pencils 1) to 10 Cl N. part 50. no « - 
!i,*:«-bv ravel, thal the .-Cdcend.im to tne 
final eii'iHiimental slate.men, p.c,-..• 1 
bv I lie Comm, -'ion's Directoiaie o. Li¬ 
censing ielated to the proposed 
of €>;,:■ rat in? licenses to the D.il.c 1 o. r 
Co. for the startup and operation (n 
O.'ome Units 2 and 3 is ave.ilahle for 
inspection t.v the piddle m the Comnus- 
sioi'i's ptitihc docuiiu-nt loom at liK 11 
’street N'W.. v.'a.sihii' ton. DC., nr-d m 
the Oioiicc- County Lmrary. 2ul f mn.i 
Op: in- Street. Wnllialla. F.C. The acR.cn - 
dum to tl.c final env.ronm ntal str.te- 
niev.t i:. also be::-.? made available fit tas 
O" -c c-f the Gc-verno:'. State Plftiinii’? 
r.r.d Grants Division. V.iide llamptc.’.i O, - 
fisc Build.a?. Louth Cftiolin:-. 29301. and 
at tb.e Syulh Carolina Appalachia”. K-- 
f ,: c,*iel Pi.niliin? and I Jcvclopim.-nt Cean- 
mis-'ion. P.O. Fc»x 41L4, 11 l.eicp.cj Liar 
Drive, Greenville, K.C. 2?G0i;. 

T iie -Final Diivironnuiital fitatcmciil 
Belated to the Operation of O'or.oi N' l- 
cica.r Station Units 1. 2. r.nd 3 v..s p.ib- 
li-!i:-t by U.e Directorate of Licensin',- in 
Mi icli If"?.. I’a.ragratJh 2 of the sumnv.ry 
imd coneliEdons pointed out that 
statement consider t*.e cnviiormci t.'l 
impact cf the simultaneotL-. o|>er:-tion cf 

, , ^ ^ > t f V* o O rl iA|»t f t, 

(lAI S...V . v...*»••» . 

.. * . . .AI,AM,.AA 1 thft 


Building. 


Seventh Street 


Wasiv.ngton. D.C.. on June 22. Hi,3. ... 
10 ft.m. , 

The following time and procedure Is 
applicable to such healing. 

All .rr.tl.vvil* r.r.d ft list of Ml witnesses “ r * 
requested W be J.teU with the IP.Mins C, I ‘'. I ~ 
HUD llulidi:,?. room 1015O. V.. • Hi: r.ion, D C. 
1*0110, c:i or before Ju:ic 21, TOi.b 

5 . T 7 ic liespondent Is hereby notified 
that failure to appear at the aboye- 
pclitdiilvd hearing siir-H be citemed ft <-c- 
fault and the prove r din? shall be *•••”-«•*- 
mined again t Rt.-.pomlcnt. tV.v a..<'?a- 
tiotis of which shall be cLcnicd to be 
true, and an order .-.u. pencili. - U.e t-t., c- 
ir.ent of retold, herein idcntifif.d. s ::i:i 
be issued pursuant to 24 C. it liio .a 
(bitl). 

Thts notice sliall be served upon l.ie 
KcMV'iiric-.it forthwith pursuant to 24 
Ci it 1720.440. 

By the Secretary. • ■ 

Dated June 13.1573. 

Ch r.rci: K. Bn nm ri:(. 

Intel state l.rirJ Sates A,!iiin,stH:U>r. 

im. I Vo c .7.1 leo-iu Filed C-ir. 73.0 45ftio| 


pj.-CU |.Vimwtuw *• •* vv **■'*' - . .. 

unit 1. , . 

In connection with the pro;>:> r -c(i Issu¬ 
ance of operating licenses for units 2 and 
3 . the final environmental statement v. s 
reviewed and it was determined tnr.t t ie 
statement sets forth an adefi'inlc analy¬ 
sis and evaluation of the environment .1 
impact of the proposed actions. Never¬ 
theless, this addendum to the FLS ir. is¬ 
sued in order to provide a pro; refo ivpurt 
on the station’s continuing monil-y...?? 
program and to update certain “ift-vd 
lor power” information. The i:iforin:.ti< :i 
set fortii in this addendum is not of suf¬ 
ficient importance to warrant its ciic:i- 
iaticii for comment. ar.:l nrcordint-ly. Lie 
addendum is being issued as a part of 
the final environmental statement. 

On the basis of tb.e analyse; and evalu¬ 
ation set fortii m the final cnvironim a'.ftl 
Statement. :-.s suppicmiiilcd l»y the 
tcrir.l in this adclendtiin. ant! alter 
vvei-hir.g the civ. iionm''nia!. ccoveimc. 
lcchiiic.il. and other benefit:, of O.-muc 
Nuclear Station Units 2 and 3 against cii- 
vironnicnuil and other «o.i- and cm. 
erin? available nlu-iiiativcx. it is <c, :i- 
rluricd Unit U.e Isndsn-.-.s in tlie 1 ) -• me 
realfirm'-d: that the monitorin-; 1 'U*- 
r.r.ims have been di-M lnprit and :■ i •* in* 
eorjioralcd n.s part of ill'.- technic. I ; ■ • 
ficatio:i< f*u the Oconee statuci: and 
that tl.c fiutiicr acliona call, d lor u-:-;- >' 
Uic Nat ion: 1 Lnvii i-'.im'-nt :»l P‘-u. v Act 
of If'i'.'J iNi.l’.M and appendix D l > 10 
CITL part 50. me the i -.u.ince of o, ■ -'..f- 
mi; lueii-.ca lor Oeonte Vmu* 
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COMPLAINT 
EXHIBIT 4 
A. 26 


Afcvaire; Notice of Withdrawal of Approval of New Drug 
Applications Published in the Federal Register on August 
9, 1973 (S3 F.R. 21515) 

. DBFAIITMKXT OF UllAT.Tn, EDUCATION, AND WjXFAKK 

Food and Dr.ee: Administration 

[DESI 8530; Docket No. FDC-D-141; NDA 
Nos. 8-530 and 10-613) 

WlN'THHOP Pr.OMUCTS, INC. AND 
WixTiiRor 1 j.\ror.AToitins 

Alevairc; Notice of withdrawal of approval 
of nevj (Imp applications 

Pursuant to the proposed order withdrawing marketing 
approval for the drug Alevairc published in the* Fedkkai. 
Rhoistki! of December C, I960, (34 F.Tt. 19389), IVinthrop 
Products, Inc., holder of New Drug Application (NDA) 
No. 8-530, and Winthrop Laboratories, holder of NDA No. 

4 /.4 r. ai i i n 1 • tl ■ 4l. n«< 

III. Ml -n i i i i*l i •• t imims I v» (•••«« i •••« I • • I . 

--»..1 *-* 

there was a lack of substantial evidence of Ojlc-ctivoness for 
the drug cognizable under section 505(e) of the Federal 
Food, Drug, and Cosmetic Act, (sec. 505(e), 52 Stat. 1053, 
as amended; 21 U.S.C. 355(e)). The request for hearing 
was evaluated and a final decision was published in the 
Fkdkkad Pr.c.iSTLi! of September 11, 1971 (37 Fit- 172J9), 
denying the request for a hearing and withdrawing ap¬ 
proval of NDA Is Nos. 8-530 and 10-613 on the grounds that 
there is a lack of substantial evidence that Alevairc is effec¬ 
tive. for its recommended uses. 

The notice of withdrawal was vacated and proceedings 
remanded to the agency on January 11,1972, by the United 
States Court of Appeals for the Second Circuit. A second 
notice denying the request for a hearing and withdrawing 
approval of the Alevairc NDAs was published in the Ii.n- 
Kitu. 1 11 (iis'ii'.ii of March S, 1973 (38 FI» GJ0.>). T hereafter, 
holders of the Alevairc NDAs filed a petition for recon- 
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COMPLAINT 

EXHIBIT 4 A. 27 


ilcvairc; Xoticc of Will'd,<nml of Approval of Xeu- Drug 
Applications published in the Federal hcgtslct on 
August 0, 1973 (3S F.ll. 2131a) 

sieWion, ami on Juno 14, 1073, the final order was sol 
aside. 

Bequest ron a IIeakrig 

The holders of the Alevairc NBAs have submitted a 
large amount of documentation upon which they state the 
effectiveness of Alevairc has been established. All the 
material, including affidavits and miscellaneous citations 
to the medical literature, are claimed to be corroborative 
of the drug’s effectiveness which is said to rest upon two 
adequate and well-controlled clinical studies o, the drug 
denominated as the Miller-Paez study and the Cohen study. 
Because the Commissioner finds that the Miller-Paez and 
Cohen studies cannot demonstrate the effectiveness of 
Aj r ,„;v„ for Ur recommended uses, it is not necessary to 
rc-analyze the other data the Xu A huhhuo is. any 

event, the Commissioner adheres to Ins analysis of the coi- 
roborative data in his decision of March B, 1973. 

m 

Reasons ron Beniat. or JTeawxg and 
W iTni>r.AW.\n of NBA Anr koval • 

The claims made for Alevairc in its labeling and the 
manner is which the previous critiques of the Miller-Paez 
and Cohen studies were phrased in previous Fedekal Brois- 
orr notices have engendered some confusion concerning the 
nature of the drug and tin types of clinical investigations 
neecRsarv to establish drug effectiveness. Therefore, a de¬ 
scription of the nature of Alevairc’* composition i» light 
of its labeling claims is required to place in perspective the 
evaluation of the Miller-Paez and Cohen studies. 

i 


i 


•i 
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, COMPLAINT 
EXHIBIT 4 A. 28 


Ala one; Notice, of Withdrawal of Approval of New Drug 
Applications published in the Federal Ilcgislcr on 
August !), J973 (33 F.R. 21513J ' 

1. The drug. Alevnirc is a combination of three com¬ 
ponents 5 ji a sterile aqueous solution, as follows: 0.125 per¬ 
cent tyloxnpol, with 2 percent sodium bicarbonate and 5 
percent glycerin. 

2. Recommended uses. In the Alevnirc labeling printed 
in Physicians’ Desk Deference, 25th Ed. 1971, the drug is 
recommended in the treatment of patients "with diseases 
and disorders of the lungs accompanied or complicated by 
the piesenco of excessive or thickened bronchopulmonary 
secretions ’ as may be present in, among other things, 
laiyngotiachoobronclntis and laryngitis, bronchitis and 
bronchiolitis, bronchial pneumonia, asthma, emphysema, 
allergic bronchopneumonia, neonatal asphyxia, atelectasis, 
diaphragmatic paralysis, bronchiectasis, pulmonary 


O her<f»CS Orul orr 
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also indicated as a vehicle to which other compatible medi¬ 
cations, such as antibiotics, may bo. added for administra¬ 
tion through intermittent positive pressure breathing 
machines. 

Aleva ire is recommended for-administration in an undi¬ 
luted form by an aerosol nebulizer delivering a fine mist to 
the patient in an open tent, croup tent, incubator, etc., or 
by means of a face mask. 

The labeled indications for use and recommended 
methods of administration for Alevnirc have remained 
substantially unchanged since NDA No. S-530 became effec¬ 
tive in December, 1952, and NDA No. 10-013 became effec¬ 
tive in July 1956. 

3. Rationale for Alevnirc. The labeling for Alevnirc 
when the NDAs became effective in the mid-1950s des- 










COMPLAINT 
EXHIBIT 4. A. 29 


Alevaire; Notice of Withdrawal of Approval of New Drug 
Applications published in the Federal Ilcgistcr on 
August !), 1073 (3S F.li. 31515) 

cribcd flic contribution of each component in Alevaire as 
follows: 

“Tile sodium bicarbonate and glycerin in Alevaire 
act in synergy with (he detergent to create an alka¬ 
line medium for the. liqucficatioa of mucus and to 
stabilize the aerosol droplets. An alkaline me- 
ditun enhances the antibacterial activity of .strep¬ 
tomycin * 

The labeling described the “Advantages of Alevaire” by 
stating that the addition of glycerin prevented the evapor¬ 
ation of aerosol droplets; that glycerin increases viscosity 
of the droplets causing them to remain suspended when 
inhaled and lost on exhalation; that the addition of a bal¬ 
anced amount of tyloxapo! lowers the surface tension of the. 
droplets, causing them to be deposited in the mucosa where 
tyloxapol liquefies mucopurulent secretions; that the. addi- 

l Mill /• r pAuium a 4 M »i,«. . . . ,i .. i. » : » 

. *-*■ 1 —••*•»•«*» mvut MmMut »*» i ft*: 1 0t : f •« • i* » \ i .■'Otmnff; • » I'i'iiv* 

a favorable i > 11 for the activity of tyloxapol and liquefica- 
tion of mucus; and that these effects have been demon¬ 
strated in laboratory tests. This passage in the labeling 
cites a paper by Miller, J. B., which contains no reference 
to laboratory tests. No such tests were submitted by the 
NDA holders as part of their request for hearing. 

The Aleva lie. labeling printed in the Physicians’ Desk 
Reference, L’Oth Ed. 19fG (and as late as 1971), described 
the “Action and Uses” of Alcvarie as follows: 

"* * * Superinono [tyloxapol] is effective in lower¬ 
ing surface tension; sodium bicarbonate creates an 
alkaline medium to help liquefy mucus; glycerin 
assists in the stabilization of the aerosol droplet.” 

However, another version of the labeling of Alevaire in 
ciidilation in and tin* one submitted to and reviewed 
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COMPLAINT 
EXHIBIT A A. 30 


Alevaire; Notice of Withdrawal of Approval of New Ding 
Application* published in the. Federal Register on 
August V, 1073 (3S F.ll. 21515) 

l>y the National Academy of Sciences National Descaidi 
Council, did iiol describe Die contribution each component 
made to the claimed efficacy of A leva ire. Tt described Die 
“Action” of Alevai.ro in (be following terms: 

“AJevaire mist lowers the surface tension and vis¬ 
cosity of secretions * * * whereas plain water does 
not * * * A leva ire loosens and frees secretions from 
contact with surfaces, and by greatly reducing fri< 
tional forces allows mucus* to be propelled more 
rapidly.” 

This version of the labeling, unlike the labeling printed in 
the 1 Ji\ sicians’ Desk It eft?rentes, described Alcvuirc as a 
“Detergent Aerosol for Inhalation” and contained a section 
entitled “Tolerance” in which the toxicity of tvloxapol was 

finer* riKo^l >«/./! «. 41. . 1 4 i .« 

--II l.>. II IICI Mt‘l 1^1 

iw.t tiiia labeling reneeis iiiat tiio Mi.A holders then con 
sidered lyloxapo^thc main ingredient is not clear, altliougb 
it may be the reason why the XASXliC did not evaluate 
any ingredients in Alevaire other than tvloxapol. 

Nevertheless, Alevaire is composed of a combination of 
ingredients whose total action is claimed to be more effec¬ 
tive than water. The appendix to the request for bearing 
states that “Alevnric’s action is similar to that of water, 
but it is more effective than water because it can be de¬ 
posited further into the air passageways and because it 
more effectively lowers surface and interfaeial tension than 
does water ’ (p. 1(5). Thereafter follows an abbreviated 
description of the function of each component in the com¬ 
bination and the explanation Dial: 

“* * * Die stabilized droplets of aerosolized Alevaire 
arc able to achieve deep penetration into distal air 


l 
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I 

Alcvairc; Notice of Withdrawal of Approval of New Drvrj 
Applications published in the Federal Jleqislcr on 
August 9, 1979 (38 F.11. 91515)' 

I 

passageways, and interfacial tensions and surface 
i tensions are reduced, thus achieving a greater 

mueoevacnant action than that of water.” (p. 33) 

; The inquiry in to whether the Miller-Pnez and Cohen 

i studies demonstrate the effectiveness of Alevaric must he 

• in terms of the claimed contribution each component makes 
to the drug’s effectiveness (21 CFJt 3.SG). 

4. Clinical investigations of Alcvairc. In the petition 
for reconsideration filed by the NDA holders following- 
publication of the March S, 1373 notice, the NDA holders 
| took issue with every facet of the evaluations of the Millcr- 

l’aez and Cohen studies contained in that notice. 

• Commissioner finds that certain criticisms deline¬ 
ated in the petition are well-founded when the investiga- 

j * | ^ * m 

i uun.> rtl c d<T.i'mni s ii i ttfit I'tnun no .. 

• *. i t unit rii III I III mir 

j U])on the adequacy of a request for hearing under 21 CFH 

130.12(a) v 5) and 130.14. However, the Commission also 
finds that another analysis of these two studies, which 
: would take into account the several valid objections made 

j . in the petition for reconsideration,’ would be a meaningless 
| and unnecessary endeavor. Even assuming that the studies 

; are adequate and well-controlled investigations comparing 

Ale\anc with other control substances, a conclusion not 
s warranted by analysis of the investigations, the studies 

cannot demonstrate the effectiveness of Alcvairc because 
their design precludes assessments respecting the contribu¬ 
tion each of the three components of Alcvairc makes to the 
claimed effectiveness of the drug. 

(a) IV. E. Miller and J’. Paez, “1 Iliad Comparison among 
Normal Saline, Distilled Water and Two Surface Active 

t * i 

i l 

• I 
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Applications published in the Federal Register on 
Alcvairc; Notice of M’ithdnucal of Approval of New Drug 
August 0, 1973 (38 l'.R. 2J515) 

agents in Sputum Evacuation”. A double-blind crossover 
design was used in which 20 patients with chronic bron¬ 
chopulmonary diseases were randomly tested on a different 
aerosol solution each week for a total of three, weeks. Each 
patient was administered distilled water and normal saline, 
and one half of the population was administered Alcvairc 
and other half Tergemist, another commercially available 
drug for inhalation therapy. The authors concluded that 
there was no difference between saline and Tergemist; that 
distilled water was more effective than saline; and that 
Alcvairc was more effective than distilled water. 

(b) B. M. Cohen, “Ultrasonic Xebulization of Water and 

f,,~, < C<-1..4! l >.i* i n r\y t #• • 

Muiuuujio in x uUUu>') i Oi v/umi iinivt* i/un** 

. A-..1 r—i — v#. . 4 * 

li'vocv/ • » nun io uim « immuui t j ■ i.'A'a tu ;u;mu 

Administration”. Fifteen patients with obstructive venti¬ 
latory diseases (bronchial asthma and chronic bronchitis) 
and retained secretions wore administered Alcvairc and 
distilled water aerosols in, a single-blind crossover study. 
The study was conducted over two days, with administra¬ 
tion of the test substances being given twice on each day. 
The author concludes that Alcvairc was more effective 
than water. - 

Neither investigation purported to examine into the role 
that tyloxapol vis-a-vis sodium bicarbontc vis-a-vis glycerin 
plays in the claimed effectiveness of the drug. To demon¬ 
strate the claimed effectiveness of Alcvairc, adequate treat¬ 
ment controls as reejuirod under 21 CFR 130.12(a)(5)(ii) 
(a)(4) are necessary i.e., a comparison of treatment groups 
administered Alcvairc, Alcvairc less tyloxapol, Alcvairc 
less sodium bicarbonate, Alcvairc less tyloxapol and sodium 
bicarbonate, water, etc. In this respect, the NBA holders 


/ 
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Alevairc; Notice of Withdrawal of Approval of New Drug 
Applications published in the Federal Register on 
August 9, 197 H (SS F.R. 21515) 

in llioir request for hearing analyzed a study by Palmer, 
“'Jdie Eflcct of an Aerosol Determent in Chronic Jlronehitis”, 
Lancet J :Gll-fiJ3, 1.437, (Appendix to p. 20 of request) 
which is a comparison in 2a patient;; of Alevairc to glycer¬ 
ine and sodium bicarbonate, and water. 

'J’lie XDA holders criticize the conclusion that the study 
showed Alevairc is no more effective than water or saline 
and state 1 that the study is really a comparison of Alevairc; 

“* * * to a control aqueous solution of glycerine and 
sodium bicarbonate, both of wind) are effective addi¬ 
tives to water for inhalation therapy. The design 
of this study was not adequate to elicit differences 
* * * between two efioctive mueocvacuant agents.” 

"While each of the components is described as being ‘'effec¬ 
tive ImiCOevacu.tnl agents", no daia nave been nrnritieed nv 

A 

cited. A hat is needed are data derived from adequate 
and well-controlled clinical investigations to show what 
effectiveness, if any, each of the four components of 
A leva ire may individually and in various combinations 
possess. 

In any study designed to investigate each component in 
Alevairc insofar ns it is claimed to be effective, the Com¬ 
missioner is concerned that measures be incorporated to 
demonstrate that whatever effect is achieved is therapeutic. 
.The Commissioner concurs with the statements of affiants 
Peel;, Collins, and Miller, submitted in support of the 
request for bearing, that water has significant irritating 
properties. One possible reason for water-induced irrita¬ 
tion is that water per so. is not a physiologic liquid. 
Alovaire’s ingredients also are not physiological, e.g., 2 
percent sodium bicarbonate content contrasts with a 1.39 
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Alcvairc.; Notice of Withdrawal of Approval of New Drug 
Applications published in the Federal Jlcgistcr on 
August V, 1073 (3S F.Jt, 31515) 

percent physiologic value and 0 percent glycerin contrasts 
with a 2.G percent physiologic value. .Thus, it is possible 
that: increases in sputum volume, if any, following adminis- 
tiation of water, Alc\airo, or other substances mnv reflect 
no more than the results of the host’s response to irritants. 
In this frame of reference, a determination needs to be 
made as to which therapeutic, indices would he evaluated. 
Also, it is possible that increased sputum volume might be 
a reflection not only of mucoevacuation of retained secre¬ 
tions, lnil also of irritant-produced fie novo secretions. In 
the latter case, a possible adverse clinical effect mi "lit 
accrue. 

5. Legal and other objections. The legal objections , 
cited in the request for hearing have been considered in the 
Courts amt fiecicieo aoversely in the \u.\ holers in tine 
respect, the Commissioner adheres to his findings publir.liofl 
in the notice of March 8, 107.'!, that Alcvairc is not a 
“grandfathered” drug; that the XDA holders must demon¬ 
strate that they are prepared to .produce evidence raising 
genuine issues of pertinent fact to obtain a hearing; and 
that the XAS-XRC Report warrants institution of with- 
drawal procedures. The Commissioner reiterates that the 
other reasons cited for granting a hearing are without 
merit. 

C. Findings. The Commissioner, on the basis of the in¬ 
formation before him and a review of the documentation, 
affidavits and legal arguments offered to support the claims 
of effectiveness for Alcvairc, finds that there is a lack of 
substantial evidence that the drug lias the effect it pur¬ 
ports or is represented to have under the conditions of use 
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Alciairc; hotiee of JJ ilhdraical of Approval of New Dma 
Application's published in (he Federal Register on 
A upas* 9, 1973 (38 F.R. 21315) 

prescribed, recommended, or suggested in its labeling, tliat 
. c lcgal arguments are insubstantial, and that the peti¬ 
tioners have failed to set forth specific facts showing that 
there is a genuine and substantial issue of fact requirin'*- 
a hearing. ° 

Therefore, pursuant to provisions of the Federal Food 
Frug, and Cosmetic Act (sec, 505(c), 52 Staf, 1053, as 
amended; 21 U.S.C. 355(e)) and under the authority dele¬ 
gated to the. Commissioner (21 CFJI 2.120), the request for 
hearing is denied, and the approval of new drug applica¬ 
tions Xos. S-o30 and 10-G10, and all amendments and sup¬ 
plements thereto, is withdrawn effective on the date of pub¬ 
lication of this document. 


Dated: August 7. 1973. 


Mam D. Fi;ra 
Sam D. Fine 

Associate Commissioner for 
Compliance. 


CnitTirmn To Bn A T»ue Copy ok the Ojugixal 


M. A. Rubix 
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UNITED STATES COURT OF APPEALS 
Fon tiu: Second Ciucuit 

Nos. 023 and G24-- September Term, 1973. 

T , , . -1074 Decided May 2, 1974.) 

(Argued I 1 eijruai) L 

Doclcet Nos. 73-102S and 73-24S1 

Stkuuxg Dr.ro Inc., ViNTnnop Pkouvcts, Tnc. 
and Bi-.kox I,umnATomr.s, Inc., 


Petitioners, 


—against— 


Caspau AV. AVEixnEncEn, Secretary of Health, 
Education and Welfare, and 
Ai.exanuku M. Scum inr, Commissioner of Foo 
and Drugs, 

Respondents. 


Before: 

MunuoAN and AVatkuman, Circuit Judges, 
and Buyax, District Judge.* 

_ __ ► ---- 

Consolidated appeals seeking to set aside of 

^ c r n " 

""of nW dr'og applications for petitioners’ drag 
Alevaire. 


~t Frederick vP. Bryan. of the Southern DiMrict of New York. '!!»»* 
by designation. 
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Oulei of August 7, 107.3 sot aside and approval of new 
drug applications reinstated. 

Appeal from order of March 2 , 1973 dismissed as moot. 


William F. Wkickl, New York, New York 
(Rogers, Ilogc and Hills, of counsel), for 
Petitioners. 

Rooi-iiT V. Ai.lkn, Department of Justice, Wash¬ 
ington, D.C. (Howard S. Epstein, Assistant 
Chief, Consumer Affairs Section, Depart¬ 
ment of Justice, on the brief), for Jtespon- 
dents. 


BnvAX, District Judge: 


In those consolidated appeals, Sterling Drug Inc. and 
its subsidiaries Winthrop Products, Inc. and Breon Labora¬ 


tories, Inc. petition to set aside two orders of tlio Com¬ 
missioner of Food and Drue's. dated Arnv»L o 1070 ~_-1 

•-> 0 *“ “J AW • «.» UI1U 

August 7, 1973. 1 'J’i.e orders, issued under the 10G2 amend¬ 
ments to Jba Federal Food, Drug and Cosmetic Act, 21 
U.S.C. *$f01 ct seq. denied petitioners’ requests for a 
hearing and withdrew prior approval of new drug nppli- 
cations for ]jetitioners’ product, Alevaire, alleging lack of 
substantial evidence that the drug was effective for its 
recommended uses. 


Alevaire is an aerosol prescription drug administered 
to patients with chronic respiratory diseases, to aid in the 
evacuation of mucous from the lungs. Alevaire is a solu¬ 
tion of 0 . 12 .)% tyloxapol, 2 % sodium bicarbonate, 5 % 
glycerine, and 92.875% water. Tyloxapol is described as 


The appeal* arc taken pursuant to 21 U.S.C. {35n(li). 
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Hie “active” inuco-cvacuanl agent, while glycerine is a 
“stabilizer” and sodium bicarbonate acts to adjust Ibe 
“pH factor” (alkalinity and acidity) in the lungs. 

I. 

Proceedings Before the FDA 

Under the Federal Food, Drug and Cosmetic Act of 193S, 
no drug may be introduced into interstate commerce un¬ 
less a New Drug Application (XDA), filed with the Food 
and Drug Administration (FDA), is in eflect. The Act 
established procedures under which, after notice and hear¬ 
ing, the FDA could refuse to permit an XDA to go into 
effect or withdraw prior approval on the basis of evidence 
that the drug was unsafe for its intended use. 

In 1902, the 1938 Act was amended to provide that the 

PTl \ nv vHVi/lvo^r nvinr nnr»rmrnl of 

jl v** *-j * * w • w ■' * .. -*•*•♦* — r * * ~ “1 i 

NDA’s. not only on evidence that the. drug was unsafe 
for intended use but also if substantial evidence is lack¬ 
ing that the drug is effective for its intended use. Sub¬ 
stantially the same requirements for notice and hearing are 
provided. <, 

Pursuant to the Act, as amended, the FDA undertook 
the review of marketed drugs, including those for which 
NDA’s were in effect, for their therapeutic effectiveness. 
To aid it in this task, the FDA retained the National 
Academy of Sciences National Hesearch Council (NAS- 
NKC) to review the effectiveness for intended use of 
each approved drug. 

NDA’s for Alcvairc had been approved by the FDA in 
1932, when only the safety factor was controlling. On 
July 17, 1908 the FDA notified petitioners that the NAS- 
NPC had reported that it rated Alcvairc as “ineffective” 
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and that the FDA concurred in that conclusion.* Petition¬ 
ers were advised that the FDA intended to institute pro¬ 
ceedings to withdraw the approval previously given to 
petitioners* ADA’s for Alevaire. 

Pursuant to 21 U.S.C. $335(c), 3 formal “Notice of Op¬ 
portunity for Hearing” was given to petitioners on De¬ 
cember 1,19Gb. The notice, after reference to the NAS-NRC 
report, advised petitioners that the FDA proposed to 
issue an order withdrawing approval of the NDA’s for 
Alevaire “on the grounds that there is a lack of substan¬ 
tial evidence that Alevaire has the effect which it purports 
or is represented to have under the conditions of use pre¬ 
scribed, recommended, or suggested in the labeling there¬ 
of.” It further advised petitioners of their right to avail 
themselves of an opportunity for a hearing and to submit 
clinical and investigational data to show they were en¬ 
titled to a hearing. 


2 The NAS-XRC repr.it stated that, “The clinical impression of tlio 

4*4111*1 13 IIIAl IUI« plb'dtt t ' •< vv».*v ....... .. 

The FDA’s notification included the following: “The Academy [the 
NAS-NRC] reports that . . . [Alevaire is] ineffective in tlia there is 
no evidence that tvlorapol . . . lias any effect on secretions in the lung 
other than that of water in thinning secretions by simple dilution.” 
There was no question raised as to the safety of Alevaire nor has there 
been at any time; only tiie effectiveness of the drug for iulendcd use 
has been questioned. 


3 21 U.S.C. {335(e) provides, in relevant part: 

The Secretary shall, after due notice and opportunity for hearing 
to the applicant, withdraw approval of an application with respect 
to any drug under this section if the Secretary finds . . . 

(3) on the basis of new information before him with respect to 
such diug, evaluated together with the evidence available to him 
when the application was approved, that there is a lack of substan¬ 
tial evidence that the drug will have the effect it purports or is 
represented to have under the conditions of use prescribed, recom¬ 
mended, or suggested in the labeling thereof. 

The authority in the Secretary (of Health, l-Mu.-ation and Welfare) 
has been duly delegated to the Commissioner of Food and Drugs. 21 
C.F.R. 2.120. 
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Under the FDA regulations, 21 C.F.R. 130.11(b), 4 a 
hearing can be denied only it' the petitioners fail to submit 
at least some evidence of the drug’s effectiveness stemming 
from adequate and well-controlled clinical investigations, 
21 C.F.R. 130.12(a) (3) (ii). 5 Petitioners duly submitted a 
written appearance requesting a hearing pursuant to 21 
C.F.R. 130.14(b) together with a mass of evidence in sup¬ 
port of the effectiveness of Alevaire. Petitioners’ submis¬ 
sions as to the effectiveness of Alevaire, in addition to con- 


4 21 C.F.B. 130.14(b) pros ides: 

“If the applicant fleets to avail himself of the opportunity for 
n hearing he is require! to file a written appearance requesting the 
hearing within ?.U days after the publication of tl.c notice and 
giving the reason why the application should not be refused or 
should not be withdrawn, together with a well-organised and full- 
factual analysis of the clinical and other investigation..’, data he is 
prepared to prove tn support of his opposition to the notice of 
r.inv.rtunitv for a hearing. A request for a hearing may not rest 
upon mere allegations or denials, but must set forth specific facts 
showing that there is a genuine and substantial issue of fact that 
requires a hearing. When it cicariy appear* rrom lie; uuia m me 
application and from the reasons and factual analysis in the request 
for the hearing that there is no genuine and substantial issue of 
fact which precludes the refusal to approve the application or the 
withdrawal of approval of the application, e.g., no adequate and 
well controlled clinical investigations to support the claims of effec¬ 
tiveness have been identified, the Commissioner will enter an order 
on this data, niniii g findings and conclusions '« such data. If a 
hearing is requested and is justified by the applicant’s response to 
the notice of a hearing, the issues will be defined, a hearing exam¬ 
iner will be named, and he shall issue a written notice of the time 
and place at which the hearing will commence, net more than 90 
days after the expiration of such 30 days unless the hearing ex¬ 
aminer and the applicant otherwise agree in the case of denial of 
• approval, and as soon as practicable iu the case of withdrawal of 
approval.” 

5 21 C.IM1. 130.12(a)(5)(ii) attempts to define “adequate and well- 

controlled” studies. Several criteria arc enumerated in an effort to 
separate those studies that are scientifically acceptable from those that 
are not. Only studies which meet the standards partictilamcd in this 
regulation art acceptable in determining whether there is substantial 
evidence to support the claims of effectiveness for any drug. See HVin- 
Irrgcr v. If'jnspn, H’csicolt .j- Dunning, 412 II.8. 009, 017 19 (1973). 


•c 
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tcnlions that the XAS-NRC report was mistaken in major 
respects, relied principally on two clinical studios made >> 
physicians uhose ^Mention* in this <ieW 
aue-tioned. These studies were primarily directed at the 
basic, criticism in the NASMOtC report that "Tins product 
is „o more effective than rvalcr”. Tbc first cluneal study, 
by Doctors Miller and l’aos (11m Miller-Paw Study) con¬ 
cluded that A leva! re rvas effective as a muco-cvacuant and 
superior to t,otli renter and saline. Tbc oilier, bj Di. Coin 
(l],o Cohen Study) compared Alovuirc wtl. "alcr and eon- 
eluded that Alevaire rvas a superior and effective mueo- 

evacuant. , 

Those studies wore supported hy affidavit from p - 
sicians, knowledgeable and experienced m the field, that the 
Miller-Pac* and Cohen Studies were “adequate and wll- 
controlled” within the FDA requirements and established 
the effectiveness of Alevaire ns a muco-evaeuant. 

In addition, petitioners submitted affidavits from six ph>- 

sicians based on their own extensive 

*1 ti>o oitort tmmi. iiu; uiisu **»*•> • 

morVeffective than the commonly used agents of water and 
saline, and summaries of some 150 articles m medical and 
scientific literature commenting favorably on Ak\an « 

its use as a muco-evaeuant. . , 

On August 27, 1971, the FDA issued an order denying 

the petitioners’ request for a hearing and withdrawing ap¬ 
proval of petitioners’ XDA’s for Alevaire, pnmardv on 
the ground that the Miller Pnez and Cohen clinical studio* 
were “not adequate and well-controlled’. 

The petitioners thereupon filed an appeal from the older 
in this Court (Docket No. 71-1893) and filed their printed 
briefs and anpendix. At that point the F DA term.nated 
its August 27, 1971 order r.ud moved m this Com t to ie- 
mnnd conceding that it had failed to consider relevant 
material in petitioners’ submissions. Tt agreed to rccon- 


I 
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sider petitioners’ request for a hearing. The FDA’s motion 
to remand was granted by this Court over petitioners 
opposition on January 11, 1972. 

A series of conferences and communications between the 
petitioners and the FDA ensued. On March 2, 197o. some 
14 months after the petition to remand the first appeal 
had been granted, tlm FDA issued a second o.dei again 
denying petitioners a hearing and withdrawing appro\<il 
of the NDA’s for Alcvaire. 

Denial of the hearing was again based upon the ground 
that the Miller-Paez and Cohen studies were not adequate 
and well controlled under the standards of 21 C.F.R. 
130.12(a)(5)(ii). For the first lime, the criticism was also 
voiced that water was not a proper “control” with which 
to compare Alcvaire, hut that the proper “control” was 
Alcvaire minus lyloxapol.* 

On April 16, 1973, the petitioners rermested the FDA 
vn^r»rtc*irlr»r itc March 2 order. Thov submitted to the 
FDA an extensive rebuttal of the ervonnds on winch the 
order was based, 7 winch, in the light of subsequent events, 
was apparently well tahen. 

The petitioners also annealed to 1h’S Court pool-in" to 
set aside the Mnveh 2, 1973 order (Doel-ot No. 73-1628). 
On June 14. 1973. wlmn its time to file the record was 
about to expire, the FDA terminated its March 2 orde r 
and reinstated its annrov*l of the ND Vs for Alcvaire. The 
order of termination stated that nnon reviewing the peti¬ 
tion for reconsideration, the FD \ had concluded that the 
requests for a hearing should he reevaluated. Tim FDA 

C In oilier words a solution of 27r solium hirnrl.onnte. S irf, plvcorinc 
and 03# water. The l’PA had presimulv suTpestod that rithrr water or 
Alcvaire minus tyloxnpol would In? a proper "control”. 

7 This included material supporting the suitohility of the controls 
used in petitioners' clinical studies under 21 C.K.lt. 130.12(a) (5) (ii) 
(a)(4)(iU). 
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1 ™ Cd lo d,S ™ ss lhe P^din- appeal from the March 

2 older, lhe petitioners opposed that motion, assertin'' 
they were entitled to a decision in their favor on the merits’ 

Then, on August 7, 397.3, before the FDA’s motion to 
dismiss tlie appeal from the March 2, 1973 order 
annud, the FDA issued a third order denying a bearin' 
and withdrawing' approval of the petitioners’ NDA’s for 
Aleva!re. This third order abandoned the grounds on which 
the prior two orders of March 2, 1973 and August 27 197] 
had been based. It advanced an apparently new ground for 
withdrawal which had never been previously raised The 
ground now announced was that Alevaire* was a “fixed 
combination” drag and that the only studies which could 
demonstrate its effectiveness were studies which assessed 
the contribution each of the three components of Alevairc 
malrcs to the claimed effectiveness of the drug”. The Mil- 

ler-Paez and Cohen Studies were rejected as irrelevant to 
this theory. 

Pclitioncts appealed lo (his Court seeking (o set aside 
ordc-i of Auirusi i. |»/x v„ -m <. 

tile IDA s motion to dismiss petitioners’ appeal from the 
March 2, 1973 order was denied on November 9, 1973 and 
tl.e appeal from that order was consolidated with the ap¬ 
peal from the subsequent August 7, 1973 order. 

II. 

The March 2, 1973 Order 

The appeal from the March 2, 1973 order denvin"- a 
hearing and withdrawing approval of the Alevnire NDA’s 
is in a curious posture. Subsequent to the taking of the 
appeal the March 2 order was terminated by <l,e FDA’s 
order of June 14, 1973 which granted petitioners' nppli- 
eaf.on for reconsideration of their requests for a hearing 
and reinstated approval of the Alevairc NDA’s. 
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The respondents’ brief states; “We confessed error in 
that order [of March 2, 1973] before this Court on Novem¬ 
ber 9, 3973 and petitioners objected. We again confess 
error, with the hope that petitioners will not look a gift 
horse in the mouth a second time.” 

Conccdcdly erroneous though it was, and despite the 
continuing pendency of the appeal, the March 2 order is 
no longer in force and effect. Me tail to see whet relief 
could he granted to petitioners under these circumstances. 
The appeal from the March 2, 1073 order must be dis¬ 
missed as moot. 

III. 


The Avgust 7, 1973 Order 

The questions raised on this appeal, therefore, center 
on the August 7, 1073 order. That order, for the first time 
in the lengthy and more than a little confused proceedings 
before the FDA characterized Alevaire ns a “fixed com¬ 
bination drug”. 

The fixed combination drug classification was established 
on October 5, 1071 by regulation 21 C.F.K. 3.S6* (some 
three years after the Alevaire proceeding had been com¬ 
menced), in pursuance of a policy formulated initially by 
the NAS-NRC Drug Efficacy Study of 1060. 


8 21 C.T'.lt. 3.86 provides, in relevant part: 

Tlic Food r.»d Drug Administration’ll policy in administering tlic 
new-drug, antibiotic, and other regulatory provisions of the Federal 
Food, Drug and Cosmetic Act regarding fixed combination dosage 
form prescription drugs for humans is as follows: 

(n) Two or more drugs may be combined in a single dosage form 
when eaeh component makes a contribution to tlic claimed effects 
and the dosage of eaeh component (amount, frequency, duration) 
is such that the combination is safe and effective for a significant 
patient population requiring such eoneurrint therapy as defined in 
the labeling for the drug. 



3129 








COT'PLAINT 
EXHI5IT 5 A. 45 


A f <C(1 combination drug is one which combines “two 
or more drugs ... in a single dosage form'’ intended 
for “concurrent therapy.’’ The XAS-XKU study explained 
the reasons for the classification as follows: 

The rating “ineffective as a fixed-combination” was 
brought into use to deal rationally with certain com¬ 
binations of drugs, notably combinations of two or 
more antibiotics, one or more of which when admin¬ 
istered alone is acknowledged to be effective for the 
cited indication. It is a basic principle of medical 
practice that more than one drug should be adminis¬ 
tered for the treatment of a given condition only if 
the physician is persuaded that there is substantial 
reason to believe that each drug will make a positive 
contribution to the effect he seeks. Risks of adverse 
drug reactions should not be multiplied unless there 

V - -.v n i *c 1 1 1 111 
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given at the dose level that may he expected to make 
its optimal contribution to the total effect, taking into 
account the status of the individual patient and any 
synergistic or antagonistic effects that one drug may 
be known to have on the safety or efficacy of the other. 
On these grounds, multiple therapy using fixed dose 
ratios determined by the manufacturer and not by 
the physician is, in general, poor practice. 

The August 7, 1973 order withdrew approval of Alevaire 
upon the ground that no studies had been submitted to show 
that Alevaire was effective as a fixed combination drug. It 
rejected the Miller-Paez and Cohen Studies, about which 
the controversy had revolved up to that time, as irrelevant, 
on the ground that, they did not demonstrate the effective- 
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ness of Alcvaire in terms of tin* claimed contribution eacli 
compou ’it made to tlic drug’s effectiveness. 9 

Petitioners contend that they were entitled to notice of 
the specific grounds on which the FDA proposed to with¬ 
draw approval of the NDA’s for Alcvaire; that no notice 
was given them of the “fixed combination’’ grounds on 
which the August 7 order was based, and that they were 
therefore precluded from submitting evidence of the drug’s 
effectiveness which would meet the criticisms expressed, 
for the first time, in that order. Thus, they urge, they were 
denied the opportunity to show that they were entitled to 
a hearing under the procedure provided bj the statute and 
the FDA’s own regulations. 

The statute, 21 U.S.C. § 3uf>(e), provides that “after due 
notice and opportunity for hearing” approval of an NDA 
may be withdrawn “on the basis of new information before 
[the FDA] with respect to such drug, evaluated together 
with the evidence available . . . when the application was 
approved, that there is a lack ol substantial evidence that 

il.T . . 'll i ji ee - . . • . . t •.. i . i 

uju ui ug urn iictiu me eneei. n jiuijujiio oj 10 iij/j cauim.u 


D The August, 1073 order stated, in relevant part: 

In tic petition for reconsideration filed by the N'll.i holders fol¬ 
lowin'; publication of the March 8, 1073 notice, the NDA holders 
tooh isiuo with every facet of the evaluations of the Miller-Pacs 
and Cohen studies contained in that notice. 

The Commissioner finds that certain criticisms delineated in the 
petition are well-founded when the investigations arc accepted at 
face value as is required in ruling upon the adequacy of a request 
for hearing under 21 C.F.Jfc 130.12(a)(5) and 130.14. However, 
the Commission also finds that another analysis of these two studies, 
which would take into account, the several valid objections made in 
tlie petition for reconsideration, would be a meaningless and un¬ 
necessary endeavor. 1’ven assuming that the studies are adequate 
and wcl -controlled investigations comparing Alcvaire with other 
control substances, a conclusion not warrant, d by analysis of ihe 
investigations, the studies cannot demonstrate the effectiveness of 
Alcvaire because their design precludes assessments respecting the 
contribution each of the three components of Alevaire makes to the 
claimed effectiveness of the drug. 
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to have under Hie conditions of use prescribed, recom¬ 
mended, or suggested in the labeling thereof.’”* 

The regulation, 21 C.F.It. 130.11(a), spells out the due 
notice requirement ns follows: “The notice to the applicant 
of opportunity for a hearing on a proposal l»y the Com¬ 
missioner ... to withdraw the approval of an application 
will specify the grounds upon which he proposes to issue 
his order.” 

On .Tune 18, 1978, between the FDA termination of its 
March 2, 1973 order on June 14, 1973 and the issuance of 
its August 7, 1973 order, the Supremo Court decided Wein¬ 
berger v. Ihjnsott, Weslcott <0 Duuuiurj, 112 F.S. 009 (1973). 
In that ease the Supreme Court held that 21 U.S.C. 355(c) 
and 21 C.F.It. 130.14 set up a type of summary judgment 
procedure in FDA administrative proceedings for the 
denial of XDA approval or withdrawal of such approval. 

What the agency has said, then, is that it will not pro¬ 
vide a formal hearing where it is apparent at the 
une.sjjolu Llial ihe applicant 1ms jioi tendered any evi¬ 
dence which on its face meets the statutory standards 
as particularized by the regulations. 412 U.S. at 020. 

Thus, the FDA may withdraw a drug from the market 
without a hearing when, and only when, “it appears con¬ 
clusively from the applicant's ‘pleadings’ that the applica¬ 
tion cannot succeed.” Id. at 021. 

Prior to the issuance of the August 7 order, the peti¬ 
tioners had submitted extensive evidence of Alcvairo’s 
effectiveness as a inuco-cvacuanl to rebut the contention 
in the FDA notice that Alevairc was no more effective than 
water. Faced with the question of whether petitioners were 
entitled to a hearing on that issue under the 1 Vciuhcrger 
standards, the FDA then shifted its grounds to the new 

JO fc-’c Note 3, tuj>ra. 
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fixed combination theory in its August 7 order. That order 
was predicated on the Notice of Opportunity for 11001111" 
of December 1, 1909 which was the only notice ever given 
to petitioners. The notice, in turn, was based on the FDA 
announcement of duly 9, 19GS stating that the FDA con¬ 
curred in the report of the XAS-XHC drug efficacy study 
group that A leva ire was ineffective because it was “no 
more effective than water”. While some general language 
was used, this was the only specific ground slated on which 
the FDA proposed to withdraw approval of the XDA’s for 
the drug. It was to this ground that the Miller-Pat-/, and 
Cohen Studies and the other material submitted by the 
petitioners were directed.” 

Until August, 1973, the FDA apparently agreed that 
this was the issue before it. The objection to petitioners’ 
submission raised by the FDA was that the studies were 
not “adequate and well-controlled”. Both of the prior with- 

/!»•#» »»•«". 1 O «•«’?'"> - P <. 4 flT 1 1 r 1 « AMM 

S/*V4V,i., XJX au^iuH *-4, J^IJL ciliu Aiaifli lUtfi, 

which the FDA itself terminated after thov bad been an. 

• X 

pealed from, were predicated on that ground. 

The August 7, 1973 order was the first time the fixed 
combination theory had been injected info flic proceedings. 
There was no mention of that theory as a ground for pro¬ 
posed withdrawal in the Notice of Opportunity for Hear¬ 
ing ol December 1, 1909. Petitioners were never given a 
meaningful opporlunity lo submit studies or data to con¬ 
travene that theory. Instead, they were arbitrarily denied 
the opportunity to which they were entitled to establish 
their right to a hearing on that ground. 1 * 


It should bo noted boro that the Commissioner was nwaro ;is early as 
August of 100$ that petition- rx' studios would compare Atevaire with 
water, and those studies were submitted by June of 3!>70. 

Withdrawal of NT)A approval on the fixed combination theory has 
born uphold in several eases. However, in each of these cases petitioners 
wore Riven notice of that theory ami the opportunity to submit evidence 
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The FDA argues ihat even if its nolicc to petitioners 
failed to specify the fixed combination theory as a ground 
for proposed withdrawal, nevertheless, the petitioners 
should somehow have inferred this and submitted evidence 
rebutting that theory. The FDA refers to various isolated 
excerpts from the record, such as general references to 
the labeling of Alevaire, in the December 1, 1%9 Notice 
of Opportunity for Hearing, and the reference in its order 
of March 2, 1973 (which order it conceded was erroneous 
and wit 1 ’rev. ) to a lack of tests comparing Alevaire to 
Alevaire n inus its therapeutic agent tvloxapol. 

In the light of this lengthy and confused record, this 
argument is wholly unpersuasive. AVhat the argument 
amounts to is this—the petitioners should somehow have 
guessed whatever grounds for withdrawal the FDA might 
eventually come up with and therefore specification of the 
grounds for the proposed withdrawal required by the stat¬ 
ute and regulation was unnecessary. 

The ’H'tifiom-vs worn not required to indulge m 
gnc«swork. Tlicv were entitled to notice of the specific 
grounds on which the FDA proposed to withdraw ap¬ 
proval of the Alevaire NDA’s and to an opportunity to 
submit evidence vhicli would entitle them to a bearing 
before an order . £ withdrawal could be validly issued. The 
order of August 7, 1973 denied a hearing and withdrew 
approval of Alevaire without such notice to petitioners 
and without giving them an opportunity for such submis¬ 
sion. 15 Viewed in the light of the exte nded prior proceed- 

to rebut it. rf'CT, Inc. v. Richardson, -lit F.2d 53C (2d Cir. \ 

Uriohn Co. v. Pinch, 422 F.2d Oil (fill. Cir. 1070); American Cyanxmid 
Co y. Richardson, 450 F.2d 509 (1st Cir. 1071). These coses serve to 
emphasise the importance of the t.oliee requirement. 

)3 As Mr. Justice Powell raid in l.is concurrence in 1 rrinhcr-jrr v. Uyn- 
ton, Vested I .? Uunnino, tujva: 

The public interest is twofold: (i) to remove from the market, 
in Mcofdn.ee with due process, drops of no utility or effect.ve.es.; 


3131 







COMPLAINT 
EXHIBIT 5 A. 50 


jugs and the two prior orders of withdrawal without a 
hearing on q k . e different grounds, terminated by the FDA 
only after petitioners had appealed to this C ourl, it is ap¬ 
parent that the FDA arbitrarily disregarded the require¬ 
ments of the statute and its own regulations. The order 
of August 7, 1973 is invalid and must be set aside and the 
original approval of the NDA’s for Alcvaire reinstated. 

A similar result was reached by the District of Columbia 
Circuit in Hess <0 Clark v. Food and Drug Administration, 
Slip Opinion 73-1581, 73-15S9, D.C. Cir. Jan. 21, 1974, 

Hess & Clark involved the procedures for withdrawal 
of approval of New Animal Drug Applications (XADA’s) 
under 21 U.S.C. §3G0(b) and (e) and 21 C.F.Tf. 135.15 which 
parallel the provisions of 21 U.S.C. §355 (e) and 21 C.F.R. 
§130.14, applicable in the case at. bar. On June 21, 1972 the 
FDA issued a Notice of Opportunity for Hearing specify¬ 
ing certain tests as the grounds for proposed FDA with¬ 
drawal of NADA’s for the drug diethylstilbestrol (DES) 
when used in the form of implanted pellets. The applicants 
requested a hearing and submitted evidence directed io tne 
grounds specified in the notice. On June 27. 1973, without 
further notice, the FDA issued an order denying a heaiing 
and withdrawing approval of the NADA’s for DES when 
so used. The order was based on a new test which first 
came to light in April, 1973 and was quite different from the 


i * 


and (ii> to retain on the market those drugs that are efficacious. 
In an understandable real to remove the former, nn administrative 
sccnr.v must not overlook both the interest of the public, and the 
right "of the proprietor in protecting tkc drugs 1,1 a™ useful in 
the prevention, control or treatment of illness. 

412 V.S. at G3P, n. 2. 

Petitioners claim that, despite the prior reinstatements of the NDA’s 
for Alcvaire, tli? drug lias remained on nn PDA “ineffective list” 
throughout the course of these lengthy proceedings. If this be so, vve 
think that the present reinstatement should have the effect of removing 
Alcvaire from such an ineffective list, as well. 
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tests winch had been specified as the basis for proposed 
withdrawal in the Notice of Opportunity for Hearing. 1 be 
applicants appealed from that order. The court ponded 

out: 

[W]here the case is governed by a statutory require¬ 
ment for hearing (there being no imminent hazard to 
health), that hearing is not to be denied in the ab¬ 
sence of a fair opportunity to identify material issues 
that require a hearing, an opportunity that embraces 
a suitable notice of the basis on which the agency pro¬ 
poses to act summarily. 


It held that the FDA had not given to the DKS applicant 
notice specifying the nature of the facts and evidence on 
which it proposed to withdraw NADA approval, as re¬ 
quired by the FDA summary judgment procedures; that the 
applicant had thereby been deprived of the opportunity to 
controvert the alleged facts and present material issues 
which would entitle it to a hearing; and that therefore^the 

, . (1 1 • „ ^ ~ I At thA Va Vl A*S. till I II hi 

orucr \winuAu*wji 5 . 

without a hearing was invalid. The order of withdrawal 
was set aside and the NADA approval which the order 
had attempted to withdraw was reinstated. 16 

In the case at bar, the August 7, 1073 order withdrawing 
approval of Alcvaire without a hearing likewise is fatally 

defective. 


IV. 

The. Adequacy of the Fixed-Combination Ground 

Petitioners also contend that the record demolish ales 
that Alcvaire is not a “fixed combination’’ drug and thcrc- 


15 Coo,.cr Laboratories, Inc. v. Commissioner, Federal f f Ad ' 

ministration (slip opinion 72-lfOC, I>.C. Cir. April ... ■ ' > ls 1,0 

germane to tlic notice issue presented here. 
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fore not subject to the ruling “ineffective as u fixed com¬ 
bination” applied to it by the order of August 7, 1973. Peti¬ 
tioners urge that this Court so hold. 

While there is little in the record now before us to sup¬ 
port the proposition that Alcvairc is a fixed combination 
drug within the meaning of 21 C.F.R. 3.8G, it is not for 
this Court to pass on the question on this appeal. If the 
FDA proposes to withdraw approval of the NDA’s for 
Alcvairc on the ground that it is ineffective as a fixed com¬ 
bination drug, it must follow the procedure required by the 
statute and regulations. It must give the petitioners no 
tico of the specific grounds proposed for withdrawal, an 
opportunity to present evidence showing that they are en¬ 
titled to a hearing, and a bearing if that is shown to be 
required. The FDA may then determine the question on 
a full and proper record, subject, of course, to petitioners’ 
right of appeal to this Court from an adverse determina¬ 
tion. 

The order of August 7, 1973 is set aside and the prior 
approval of the Now Drug Applications for Alcvairc by the 
FDA is reinstated. The anneal from tito order of Tun re a y ( 
1973 is dismissed as moot. 
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should provide inch rvIdrr.ee oi c rc- 
tiveivrs as a fixed cotiibination or, nl- 
t rr.r.tivcly, dcmoiwirats that Aleva! cis 
a sinr.ls entity e rr- product and p.ovide 
evidence in the form of ncic-qu: 1 ! and 
\ el’.-cor.trolled rfudits mcctin:: the x- 
q; ircmcnt* of 21 Ci-'Jt 311.ID. that 
Aievaire is effective os a sinpde c.u’ty 
c-.ruq product. 

On the basis of oil the dr.'a and the 
information available to bi n. the 1' :ve¬ 
to r of the Bureau of Dross is unaware 
of any adequate and well-contiah.-d 
clinical investiy' tinn, conducted b" ex- 
‘ peris qualified In scientific trainin': and 
rrparieni-e. inci tin'/ tbo lv iidiTinenls of 
1 .section 505 of the Federal Food. Dm'', 
and Cc/.metis Act (21 U.ti.C. I 

, 21 era sii.iiiia)(5> and n c; :t 3 

■ drmnn tratinv the cficctivc-no: ct the 
- roinbUi.ation cln;~ product. The Dhve- 

■ tor of tlic r.'itvnu of l»a:qs is c< un¬ 
aware of any adequate and vi-l 1 - 

> controlled clinical imr-.-iiantiMit. c -n- 
diH-tcil by expends qualified by /- • nti.ic 
t tiiiininq and CMpcricnce, nv.-.-Unr: the 
1 re-quitcir.cnls cf section &05 .-f tha l -d- 
cral Food. Dm", and C.’ir incite Act <21 
U t-.C. 255) and 21 Ci it 314.111 di) i r <i. 
ui-.i-unrirafins the cff. ct'.vcnc;.:: of /.!e- 
vaite. eotv-leicrcd as a siiinlc-c-nUt} dru : 
t product. 


No. 157—it. 1- 


KDISM fiO'jirT. VOI. .-)<>, NO. 157—1 peso AY, AUGUST 13, U-7-1 
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25011 

Therefore. notice Is riven to the hold- 

,r<!> ot tlic; m .v rtrii ’ion's) end 

to nil otl«**r inter, led re • <:-i ; that me 

Dire c tor of the l:u.' 'iu c>I D. >> ■ i>io) < <• • 

to issue »it order turn r reclimi f/'j'o) 
ot tin' Federal Feed. I.>;d: U tw mot'o 

Ai t mi U fiC. 3 i i'O ». withdrawn-'. rp- 
pn.val of the n,-.v on?: ru,I 
tor if indicated al ave. thoi'C j'hrt'■ M ni¬ 
si I 'illratjon<r) provl'iiiiS for tltc rni: 
pkdmlts' It: * 1 • 1 r.ftovv* ttr.U Ml amend¬ 
ment} and rupplm. -nt•; thereto on the 
civuiul ti t i" v. information be.oro him 
with respect to the drug product'.}), 
cvaluat-ed to s-thCT vith the i". ;<■ nee 
uvailftb’.o ti> him at, the lime of approval 
of the appl'c.'tic.n's). *hoiv% there ) > n 
lock of sum mi.'» d evidence that the drug 
rrodOfl(s) -sill have the effect It pin- 
j.orts or is rcpivNCPU-d to have u»*.o«r the 
condition'} of u c pic ciihcJ, recom¬ 
mended, or ; cried in the l.;;.-< :*.*.,. 

In addition to the holder'.-.) of the new 
elru" : i ’ll!' ition's) specifically ranted 
above, thi. notice of op;>oitunity for 
hear in* applies to r.ll perrcr.s who nianu- 
fact lire or cb i iMtlfl ft chug i mduct 
which is identical, related, or si’ivdsr to 
a ilnn rvc.-iuci named above, a; d fined 
jn 21 Cffi aio.fi. it is the revyoi .sMity or 
ever/ drug manufacturer or distributor 
to review this notice of opportunity for 
hearitt;! to determine whether it covers 
any dnr* product he m; onfircrivs cr 
distributes. /iy perron may icy.-vt an 
opinion of th<* applicability of this no¬ 
tice to a specific drier product he manu¬ 
factures or distributes that nr y be id m- 
llciij ic’.ucd, or '‘rjtiirr to a t'i'.i r Ifi'od- 
m.t named in thi. notice by writing to 
1 lir» Food find Di li ' Advaitiiwftt.on, Du** 

f - r'-wnliitnrn 

(Ilb'D-bOt)), 5000 FishersLane, rto.kvi.le, 
Ivld. 20352. 

In addition to the ground's) for the 
proposed ,v illuinw.nl of approval stated 
above, this notice of c: . a'.unity .or 
heaving rncomnas.-cs ail in ues tc' uk’g to 
the legal; 1 . 1 . of the drua product • ab¬ 
ject to it (includm:: identic:!, related, cr 
similar drug product- r.s def.r.cd In 
j 3)0.6> nny con.ention that any 
auch pioduot Is net a new drug bicavre it 
is jjenemlly rccoyni.-rd : .’■afc and ci.ee- 
ttve v.ithtn tt.c m< anln;of tc Ion 201 (pi 
of the n' t or Le.avso it Is exempt from 
port or al! of the rc-.v cl:r:i provisions of 
live act pursuant t«* t!v ca-ernprioii for 
products inrul:'.ted prior to June • 1223, 

contained in r. . lion ?Ji <p) of the act. or 
pursuant to sootier) 10»(c) oi tuc L'-t- . 
Amendments of 1552: or tor my c.lnr 
reason. 

Ip accordance fit!) the prov -'ions of 
.•catIon 505 of the act -21 U.S.C. f. .5'. and 
the r-'Cti! lions pi mi.' . ted t*.i'.tumid 
(01 CM? 310 . 315*. the »p‘.i' • t*tcr,• ar.d 
jitl otlitr 1 c-rxoin subject to Ibis notice 
pursuant to 21 (hit 3inc arc h.rcby 
pivi-n an oi'.poi tunHy for a hen’in.: to 
show why approval of the new drip: ap¬ 
plication's) should no* be withdrawn 
ar.d an o ■; ortunlty to raio. for r.dnln- 
istn tlve d<termini i >n. all i ; - 

ing to the Us al flat ;» of a drug product 
named above and of ail Identical, re¬ 
laud. or similar drug products. 


NOTICES 

jf an applicant or any other pemou 
; i;i> 11 •(: in :a;, i’.ot.iro pursuant to 2, C I 1. 
510.6 i !i. * - to uvatl 1 .... ’ f ot th op¬ 
portunity for a iu-nniv. be shall_ li'c 
(li on or b"forc ffcpliu vr 12. 1051. a 
Written • of i . toaranv : ltd rc'l'l 1 r-t 
for l.cruh •?. and '2> on cr before Oc- 
l-.bcr 15.1071, ii;c lial.t, irf ’i '.nation, and 
ana'vsv.s on v.i . it he e u : > ju .tily 
a licitrln fs sp. i :‘:ed in 21 C1H 314 200. 
Any other interc Ml ! - 1 r, n may ol.-o 
;ub:nit cc.nnttcn". on this notice, liic 
proccdtt! cl rcciuin cult rot rnlng 
th!-- notice of oypo: luni'.y for h-'t t Inn, 
a notice of appearance and rccip 1 lor 
heariiv'. a ‘tibmi d’.ri of data, inlonua- 
l: n, and annly; • to jv 1 fy : ltcarinn. 
oilier cv’i.n.cub . and a ; ant or <■ m l 
or l'f-aiir-''. are coni":*..'.* in 21 ell, 
l:.o.i4 r- •, r nbli-’ied sr 1 di.scv cd lu dc- 
t: :! In til:*>:• >.• i itr.cs.v.: « cf March 13. 
1971 <23 Mi 0750). tv: > iO' d r.v 2t C : li 
315.200 on March 2‘). 1071 1 IV, HC'.O). 

3 he fr.ilure of rn applicant or any oth¬ 
er pet son s'lhjrct '0 t.-.ir. notice pim.-r- 
ant to 2t C; t 2!').') to file timely writ¬ 
ten rpnearawe and rrou'-t fur hearing 
as rtciuircil by 21 Cl il 315-200 i oip.li- 
• ntis an election by sue!) person not to 
i.vail himselt of the c.ppo.'lunity for a 
In aiir.g eonecRib. : thi action pre-no..vd 
viih vr: l • t to r.u-h produc t unci 
a v. aivtr o( cny < 

the le al 't . ii.} of any sue!) duty prod¬ 
uct. Any such dn:-: product may r.et 
tliercafter lawfully be in.'.Met id, aid tire 
Fcicd ar.d Dnu; Admiiilstrr.llon ' 'id Ini¬ 
tiate appropriate retaliatory sei.cn to 
remove such drift product.* f r cm. hie 
market. Any new dm:: proclut*. mo rite ted 
without sin apnrovect 770.7 is subject to 
rcKitir.ioiy action at any lime. 

A reejv") for a har.rir" nicy net rest, 
uiion mere a’le^aticns or denials, but 
must i .t forth sperihe /art* fbovvins 
tiiat there i r . a Renulne and subv'.antial 
i sue of fret that require-, a. hrarim;. If 
it com iu* ivc'.y uy.pears from the face of 
P.ie da*a. information, and factual onul- 
v.,m th* request lor the hearing 
that there is no ;,* nuinc and sub-lantiul 
issue of feet which precludes the uith- 
iirr - . al < f ayprov al of t v, o t i- il'.csl.on, or 
when a request for iic trin.:)' r.et made 
in the required format or with the i - 
cjulrcd aiudysc.-. the Ci .r.mi. fior.er v ill 
cuter summary judement aryna-t tlve 
pr;. on's) v. !.o reqnerts the hearing, 
m i.'.'.iny findings and conclu-lons. deny¬ 
ing a hearing. 

All submissions pursuant to this notice 
.shall be tiled in quir.tindicate with the 
lleming Cl'ik, l r ood ami Ofv Adminis¬ 
tration (IiFC-20), Room C-'">. 5000 
Prhftvt L^iie. Kockvlile, 2i'o52. 

All su'-rii sior.s pumtant to thi} no¬ 
tice. ewyt for drd.i ai d InloRiioUcn 
probi'.’i'cd from public c. :• a 1 '<:i- 
unt to 2! U.S.O. 231'j) cr 12 U.S.C. 1503. 
may be seen in the cih-'.'C cf th.c Healing 
CW.: during n tular burinc > hours, 
Monday through rrldoy. 

Tills retire is i- tied pursuant to prov i- 
sions of the lid*r.:l I'ood, 1 ) 1 *.::. a.iid 
Cosmetic Act 505. 52 flat. 1052-a3, 

as amended: 21 U.S.C. 355), a- d under 


authority deleratcil to the ntiert.m of 
tli- I'.ur i *>f I); n:,-, 121 (.'I'd 2.121 >. 

Dated: Align.' 11,1374. 

J. liicil.v a Cr.oUT, 

Dir’dor. r.ti;x.iu «/ Drtn,s. 

|FR Due.74-16550 J'ltvd * 1ft T1:8:4S asn) 

(Owl Vil; rX’* 5 ■ !.o. I !>(’ D 321; 

NUA 731 CtC.| 

crfiT'Mfi priMVirivports c.oNTAiriiNG 
H'S'i'A’tlMa i i-.Ol'PHATii 

Fuilo v-up Hotice; and (jpporiunily lor 
tk'Drintl 

In a notice «DF0I Vi') puWbi'fd in 
til? Kr"t a v. Iti'i.f: :. cf Au-pr t 13 1271 
( 30 1:7 10133). the •"on:i... ;• nerot bVod 
: n 1 1 >. ii s ai.iiov ired Ivis coned': iona 
pinsur.nl to evrdr ion of a rtp,rt re¬ 
ceive.1 frem the Katior.i'l Acci " y of 
LV'cnctior.ftl R: enrch Co ul. 
Dru; I fileacy fitiu v <3:. ip on l»i ■■ n «e 
Rliospi- te inje •!•*•-..) c.-mtainir,;: 0.275 
jrv-., C..' 5 i))S.. rn*! 2.73 l.i'b of hu famine 
phosphate p.r nil.: Kit Lilly and Co., 
p., t O.Tic* IJo-4 CIS, imUanapoiii, IN 
•IfiUCC (f.DA 731). 

In addition to the lioUor's) d the new 
drug rpi kcr.tion’;) fpci’sqealiy n med 
above, this notice applies to r.li perons 
who manufacture or eh iribit'o a drug 
product, not the subject of an approved 
new drug aepli-ftti ii, v.i.tvh is in* ntical, 
related, or simliftr to a cm: ynduct 
nvjr.cd above, as i5 nod in 21 CM’. 2)0.0. 
It l. the icsiv.n--.Whty of every clrtvt 
ni vnufactuicr or ti' ' ■ '' to review tl *)-> 
notice to determine whether It covers any 
f'lfi”' product Jv* r.r.ntu.icluri‘3 oc t*i3* 
tributes. Any pen-on may rc;;t:-r,t an 
minion cl the aonlii'aoiii'.y o* t**.:, ■.ot.ee 
tc a s-.rci’ic lin.'g proutei r.’» iiiaimuiu- 
ture.} or distributes tint may be Identi¬ 
cal related, or siir.ik’r to u drug piv.lttct 
named in this notice by wriiir.g to tho 
Food and Dnu: Adnrh'l.:trctioa, K'.'reau 
ci Dm;.--. O' *ec c-i Coniiiiianco DTD- 
SCO), 53f.O Fishers Lane, Rockville, MD 
JC852. 

•Jhe notice of August 10, 1971, t*atcd 
that: 

1. Histamine phosphate in a ction 
(0.275 my./ml.) vv.'s recardtd a '• effective 
" hen labeled for intr.iv nous n e in the 
hi,t:iruiuc tv t for pi: c < iirotnxvtom.’. 

2. H'-tr-.tnlnc pita-pi tc inicctien (2.75 
ing./ii'l.) v. nr. r "■ vccci r-sciieclive wlvei) 
lfti;:led for si.b- u:ancons u:e in Fee gas¬ 
tric hJslamine tc -L. 


3. '1 ho dru s were re" 

-'riled ns po 

!y 

cdccitv-' when Is,bal'd 

lor use In 

Mu- 

nierc's (Ii or -e: cevhah.1 

. ■; at 515 

rij*h- 

or 1 v.’' nh'.r Cv - 

and lack !:': 

; 

Atan'.iril *:vld:nce of eiV. 

advene:. o( 

ll;clr 

otin r labs'*.d in. : iti* :i 

it. 


Ii;,‘."mine Dipho-. h. 

'.to Inject!', 

* con- 

tainit'T hi: t ft tv. h: a pi:' 

.1: -to 0.275 

n \zJ 

ml.; Al fc if Ir 1 • 

. l 'ih cud 


5 V.n Road. Is'f.r'li Ci 

20. If. 

roco-t 

C,i)A 2-."> >. V . -. id o inc'ia.ni 1 

ti.o 

notice of Augu t 19. 1 

071. Apuic 

• ;'l r. £ 

that new dru . ei’i'kr 

a* iol) v.'.i> 

with- 

dr v. n March 13. If ''£ 

1 77 I rt •■7! 

1>. Ceil 

the rround • of 1 dure 

t hie cert 

in re- 

qulicd report t under 

ii ctlon 505 

'j) of 

the Act (2i U.S.C. 2eJ' 

j;). i itul i 

i*»f »• *. j 
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lj ORDER TO SHOW CAUSE FOR PRELIMINARY INJUNCTION 

ij A. 55 


i UNITED STATES DISTRICT COURT 
| SOUTHERN DISTRICT Of' NEW YORK 


STERLING DRUG INC., 

WINTHROP PRODUCTS, INC. and 
BREON LABORATORIES, INC., 


Plaintiffs, 


CASPAR W. WEINBERGER, Secretary of 
Health, Education and Welfare, and 
ALEXANDER M. SCHMIDT, Commissioner 
of fiood and Drugs, 


C.o • W * 

CLUJ») 


ORDE R TO SHOW CAUS E , 


Defendants. 


Upon the affidavit of William F. Weigel, sworn to 


on September 30, 1974, and upon the Verified Complaint 
herein, and sufficient cause appearing therefor it is 


ORDERED, that defendants show cause before this 


Court on October^, 1974 at 'b P -M. in Room United Up¬ 


states Courthouse, Foley Square, New York, New York why an 


order should not be entered herein pursuant to Rule 65, 


F. R. Civ. P. , enjoining defendants, their officers, agents, 


servants, employees and attorneys, and those persons in 


active concert or participation with them, during the 


pendency of this action from proceeding with their 
proposal to withdraw approval of the new-drug application 


for plaintiffs’ product Alevairc pursuant to Notice dated 
August 1, 1974 and appearing at 39 Fed. Reg. 29013-29014 
(August 13, 1974), on the grounds that said proceeding is 


f 









ORDER TO SHOW CAUSE A. 56 


barred by the doctrines of res judicata and collateral 

estoppel and defendants arc estopped by their own concessions 

and admissions from proceeding therewith, and that said 

proceeding is illegal and invalid under the Federal Food, 

Drug and Cosmetic Act, and for such other and further relief 

as the Court may deem just and proper; and it is further 

OHUEHED, that service of the moving papers and 

briefs upon the office of the United States Attorney for 

the Southern District of New York and by mail upon 

C o WC'c ^i. _ . 

defendants by their counsel by P.M. on Sc-ptcrnberr - it, 

1974 be deemed good and sufficient service hereof. 


Dated: New York, New York 

Se-ptrembtri— , 1974. 

O I 


Is / U iii/y j*. r_ jjJJll 

f ? U.S.D.J. 
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AFFIDAVIT OF WILLIAM F. WEIGEL 
A. 57 


UNITED STATES DISTRICT COURT 
SOUTHERN DISTRICT OF NEW YORK 


I 


STERLING DRUG INC., 

NINTHROP LABORATORIES, INC. and 
BREOU LABORATORIES, INC., 

Plaintiffs, 

v. 

CASPAR W. WEINBERGER, Secretary of 
Health, Education and Welfare, and 
ALEXANDER M. SCHMIDT, Commissioner 
of Food and Drucjs, 

Defendants. 


74 Civ. 

AFFIDAVIT IN SUPPORT OF! 
MOTION FOR PRELIMINARY | 
INJUNCTION _| 


STATE OF NEW YORK ) 

: SS • : 

COUNTY OF NEW YORK ) 


II 


I 

WILLIAM F. WEIGEL, being duly sworn, deposes and 


says: 


1. I am a member of the firm of Rogers Hoge 6 
Hills, attorneys for plaintiff herein. 1 make this 
affidavit in support of plaintiffs' motion for a preliminary : 
injunction enjoining defendants from proceeding with a 
proposal to withdraw approvals of plaintiffs' new drug 
applications ("NDA's") for the drug Alevaire on the grounds 
that one part of said proposal is barred by the doctrine 
of res judicata and collateral estoppel from again being 
litigated and defendants are estopped by thoir prior acts 
and omissions from proceeding with that part of said 
proposal, and on the grounds that the remaining part of the 
proposal is barred because of its failure to comply with the 


| 
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statutory requirements of 1 ho Federal 1-ood, Dru<j # and 
Cosmetic Act in 21 U.S.C. §355(e). 

2. The parties hereto have recently concluded six 
years of administrative proceedings concerning Alevaire 
including three appeals to the United States Couit of Appeal- 
for the Second Circuit. These proceedings terminated in 

j 

plaintiffs' favor as reflected in the decision of the Court 
of Appeals rendered on May 2, 1973. A copy of that decision 
is attached to the Complaint herein as Exhibit 5* Despite 
that decision, defendants have now instituted a new pro¬ 
ceeding in which they seek, on the one hand, to raise again 
the exact issue which has been litigated and determined by 
the Court of Appeals decision, and on the other hand, to 
proceed alternatively on a new theory without complying with 
requirements of the Federal Food, Drug, and Cosmetic Act 
with respect to said new theory. 

3. The history of this matter is set forth in 
detail in the decision of the Court of Appeals. Accordingly, 
the relevant facts will be merely summarized herein. 

4. ‘Alevaire is a prescription drug which has hern ^ 
available in this country and abroad since late 1952. It is 

a muco-evacuant. agent containing as its active ingredient 
the detergent or surface active agent "tyloxapol" in a vehicle 
solution of water, sodium bicarbonate and glycerin. The diugj 
is aerosolized and administered by inhalation to patient; 
with chronic obstructive lung diseases accompanied or ct; 
plicated by excessive or thickened broncho pulmonary 
secretions. 


t 
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A. 59 


5. In 19G8, a panel of the Mational Academy of 


Sciences - National Research Council reviewed the effective- 


! ness of Alevaire and concluded that there were no adequate 


and well-controlled investigations, as defined by the 1 C JG2 


Amendments to the Federal Food and Drug Act ("the Act ), 


establishing the effectiveness of the drug. The text of 


the panel's report was as follows: 


"COMMKNTS: This detergent for inhalation by 

aerosol is marketed in a concentration of 
0.125%. Thus, over 90% of the material is 
water. It has been shown in, vitro that 
tyloxapol in higher concentration can 
affect certain physical characteristics 
of mucus (20). There is no evidence that 
the tyloxapol in this product has any 
effect on secretions in tlie l ung other 
than that of water in thinning secretions 
by simple dilution (1,13,22). 


"It should be noted that a number of the 
papers in the manufacturer's oioiiograpny 
are based only on clinical impression and 
do not reflect adequate controls. The 
clinical impression of the Panel is that 
this product is no more effective than 
water." 


\ 

In July 1968, the Food and Drug Administration ("FDA") sent 


plaintiffs a copy of the report and invited them to submit 


any pertinent data. 


6. Plaintiffs promptly arranged for new clinical 


i 

studies to be conducted to test the effectiveness of Alevairc, 


One study was performed by VJilliam F. Killer, M.D., Professor 


of Medicine at the University of Texas Southwestern Medical 


School and his associate, Pedro Pacx, M.D., Assistant Pro 

ti .« • i -i - 


fessor of Medicine at the same institute, (the "Millei-Paez 


I 

study"). Another study was performed by Burton M. Cohc-n, M.D. , 


tv 





I 
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AFFIDAVIT OF W. F. WEIGEL 
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Associate Professor of Clinical Medicine at The New Jersey 
College of Medicine and Dentistry (the "Cohen study"). 
Plaintiffs informed FDA in August 19G8 that these studies , 
were underway and described the control solution being em¬ 
ployed. (Decision of the Court of Appeals, Exhibit 5 
to Complaint herein. Slip Op. p. 3133, n. 11, hereinafter 

i 

! 

"Slip Op.") 

7. By June 1970, the studies were completed and j 

| 

submitted to FDA, along with the affidavits of 10 expert , 

physicians attesting that the studies were "adequate and 
well-controlled" within the FDA requirements and established . 
the effectiveness of Alevaire. (Slip Op. p. 3133). I ^ 

August, 1971, the FDA rejected the studies as not being 
adequate and well-controlled and, by Notice published in 


the rtuti ul i 


1 ,•>f fV,o Mnx'i fnr 


Alevaire. Plaintiffs promptly appealed to the Court of . 

Appeals and in due course printed and filed their brief and ^ 
appendix. At that point, FDA' admitted that it had failed to ; 
consider certain evidence which had been submitted by 
plaintiffs prior to the withdrawal order, and moved to remand 
the matter to the Agency. In January, 1972, after FDA in- j 
formed the Court that it expected to conduct a prompt re- 
evaluation, the remand was granted, the first withdrawal j 

order was vacated, and approval of the NDA's was reinstated. ; 

8. Despite the assurances of a prompt re- 
evaluation, FDA waited over a year, until March 1973, before | 
again issuing a withdrawal order, even though no further 
! evidence had been submitted by plaintiffs which would require 


- 4 - 


i 
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AFFIDAVIT OF W. F. WEIGEL 

A. 61 

additional time- for consideration. (Complaint, Exhibit 2) . 
I As the Court of Appeals noted (Slip Op. p. 3127), in this 


second withdrawal order, 

"Denial of the hearing was again 
based upon the ground that the Miller- 
Paez and Cohen studies were not adequate 
and well controlled under the standards 
of 21 C.F.K. 130.12(a) (5) (ii)." 

The Court went on to point out, however, that 

"For the first time, the criticism was 
also voiced that water was not a proper 
'control* with which to compare Alevaire, 
but that the proper 'control' was 
Alevaire minus tyloxapol. 

Footnote 6 read: 

"In other words, a solution of 2-i sodium 
bicarbonate, 5% glycerine and 93% water. The 
FDA had previously suggested that either water 
or Alevaire minus Tyloxapol would be a proper 


jThc March withdrawal order, on its face, made clear that the 

primary ground for rejecting the two studies was that they 

compared Alevaire to water and saline whereas 

"Alevaire must be compared to its own 
vehicle, in other words, to a product 
containing the ingredients of Alevaire 
minus tyloxapol, i.c., a solution of 2 
percent sodium bicarbonate, 5 percent 
glycerin and 93 percent water." 38 Fed . 

Keg . 0308. (emphasis added) 

9. Plaintiffs promptly filed a Petition for 
Keconsideration which the Court of Appeals described as "an 

I 

extensive rebuttal of the grounds on which the order was 

I 

Ibased, which, in the light of subsequent events, was apparent 

l| 

well taken." (Slip Op. p. 3127). As the Court noted, "This 

(included material supporting the suitability of the controls 
ii 

'used in petitioners' clinical studies under 21 C.F.K. 

I I 

'130.12(a) (5) (ii) (a) (4) (iii) (Id., n. 7). In fact, 


I 
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A. 62 


plaintiffs met FDA's contention directly. They pointed out 
that the; controls employed in the two studies weic entirely 
appropriate under the regulations and that FDA had itself 
! admitted in the first withdrawal order that water was a 
meaningful control. Donald F. Egan, M.D., Director of the 
Section of Pulmonary Medicine, New Britain General Hospital 
and author of the text. Fundamentals of » 

stated in an affidavit submitted v;ith the Petition for 
Reconsideration: 

"The [March] order rejects the two 
studies on the grounds that the only proper 
control would be a solution consisting of 2 
percent sodium bicarbonate, 5 percent of 
glycerine and 93 percent water. Since water 
and saline are two of the most commonly used 
mucocvacuant agents it is entirely appropriate 
to test the effectiveness of Alevaire against 
them as controls. The solution suggested by 
fda the on 1 v orooer control is, in fact, 
merely an alternative which might have h'.-,. 
used." 

Thomas L. Petty, M.D., Associate Professor of Medicine and 
head of the Division of Pulmonary Diseases at the University 
of Colorado School of Medicine and Medical Center, stated in 
an affidavit also submitted with the Petition for 
Reconsideration: 

"I am also disturbed at the repeated 
comment [in the March order] that the 
only proper control would be a solution 
of 2 percent sodium bicarbonate, 9 percent 
glycerine and 93 percent water, that is, 

Alevaire minus tyloxapol. I do not agree 
that using this as a control is a proper 
study design and believe that a more 
inert control, wuch as water or saline is 
far more preferable." 

10. FDA first informed plaintiffs that thcii 
!{Petition for Reconsideration would be denied, and plaintiffs 
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therefore again appealed to the Court of Appeals. Then, 




after exclusive jurisdiction had vested in the Court pursuantj 



i 

to the appeal provision of the Act, Section 505(h), 21 U.S.C. 




5355(h), and PDA had allowed the time for transmitting the 




record to the Court to expire without taking any action, FDA 



/ 

unilaterally revoked the March order (Complaint, • Exhibit 2) 




and moved in the Court of Appeals to dismiss the appeal there- 

1 


• 

i 

from. That motion was denied as the Court refused to allow 1 

1 




FDA to again avoid judicial review. When FDA issued yet a 




third withdrciwal order in August 1973 (Complaint, Exhibit 4 ) , 


k 

.4 

and plaintiffs appealed therefrom, the two appeals were con¬ 



L 

solidated and proceeded in due course. 




11. During the course of the appeal, based on the 


• 

: 

revocation order, defendants' brief and the oral statements 


i 

of defendants’ counsel to the Court, it became absolutely 



1 

< 

clear that defendants had abandoned as erroneous their 

1 


! i 

i 

contention that Alevaire could only be tested against its 



• » | 

vehicle consisting of sodium bicarbonate, glycerine and 



* j 
"i 

water. Instead, they rested their case solely on the ground, 

I 


• \ 

stated for the first time in the third withdrawal order of 

1 

1 

l 

1 

t 

. 

j 

August 1973, that Alevaire was a fixed-combination drug 

1 

1 



within the meaning of 21 C.F.R. 3.86. According to this 



H 

new theory, Alevaire's effectiveness could only be tested 



4 

by comparing the effectiveness of each individua) ingredient, 

1 

1 


namely, tyloxapol, water, sodium bicarbonate, and glycerine. 

| 

1 

4 

i 

12. The Court of Appeals set aside the August 1973 

I 

1 

i 

order on the ground that plaintiffs had had no opportunity to 


• 

j 

4 

1 

. • ! 
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i 
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respond to the newly raised fixed-combination theory. While 
j statiny that "there is little in the record now before us to j 

j support the proposition that Alevaire is a fixed-co:nbination 

! ! 

drug within the meaning of 21 C.F.R. 3.6G," (Slip. Op. p.3137) ( 

it did not foreclose FDA from commencing a new proceeding on 

that ground, provided that FDA followed "the procedure 

required by the statute and regulations." (Id.) 

i 

13. The Court of Appeals clearly foreclosed FD/v 
from proceeding again on the theory which formed the basis 

of the March 1973 order. As stated, the March order rested ! 

on the contention that the effectiveness of Alevaire could 

only be tested by comparing Alevaire to its vehicle, namely, . 

Alevaire minus tyloxapol. The Court specifically found that 

the third order of August 1973, based on the fixed-combination 

...... . . 

I tiieory, ''abanuoneci tne grounds on wnicn one uv prrox ^ 

of March 3, 1973 and August 27, 1971 had been based." (Slip 
On. p. 3126) . It noted that FDA itself had terminated the 

I 

March order, "which order it conceded was erroneous," | 

I 

(Slip. Op. p. 3134) and that defendants herein had "confessed ] 
error" in regard to that order. (Slip. Op. p. 3129). More¬ 
over, during oral argument of the appeals, counsel for 
defendants stated to the Court that FDA no longer objected 
to the Miller-Paex and Cohen studies as inadequate or un¬ 
controlled, but argued only that they were unresponsive to 
the fixeu-combination theory. 

14. Despite the priojr proceeding and the* decision 
of the Court of Appeals, FDA lias issued a new Notice, 

| dateu August 1, 1974 and appearing in the F edoral R eg inter 
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Under Section 505(c)(3) of that Act, 21 U.S.C. 5355(c)(3), a 
proposal to withdraw approval of a new druy application for 
lack of effectiveness must be based on "new information" 
which, evaluated together with the data available at the 
time the NDA was approved, indicates a lack of evidence of 
effectiveness. 

j 

17. In the proceedings which coimr.enced in 1968 
and terminated with the decision of the Court of Appeals last 
May, FDA relied on the report of the National Academy of 
Sciences-National Research Council as providing its "new 
information." The first Notice it sent to plaintiffs in 
July 1968 commenced as follows: 

"The Food and Drug Administration has 
evaluated reports received from the 
National Academy of Scienccs-National 

•• Dprnirr.h 1 T.’ f f ^ r * .. j.. 

- - - --- p 

Group" 

and continued by stating: 

"The Food and Drug Administration concurs 
in the opinions expressed by the Academy." 

A copy of this•Notice is attached hereto as Exhibit 1. 

18. In sharp contrast, the new Notice sets forth 
no new information" as the basis for the proceeding. 

Indeed, as the Court of Appeals noted, defendants' fixed 
combination theory arose only after the Supreme Court had 
issued an opinion in Weinberger v. liynson, Wcstcot t & 
punnin g, 412 U.S. 609 (1973) severely limiting defendants' 
right to withdraw approval of NDA's without full hearings. 

The Court of Appeals stated: 


-10- 
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"On June IB, 1972, between the FDA termination 
of its March 2, 1973 order on June 14, 1973 
and the issuance of its August 7, 1974 order, 
the Supreme Court decided Weinberg er {. llynson, 
Wostcott & Dunning , 412 U.S. G09 (P/73) . 


j 

"Prior to the issuance of the August 7 order, 
the petitioners had submitted extensive 
evidence of Alcvaire's effectiveness as a 
muco-ovacuant to rebut the contention in 
the FDA notice that Alevairc was no more 
effective than v/ater. Faced with the 
question of whether petitioners were entitled 
to a hearing on that issue under the 
Weinb er ger standards, the FDA then shifted 
its grounds to the new fixed combination 
theory in its August 7 order." (Slip Op. 
pp. 3132-3133) 

We submit that no "new information" exists and that the fixed 

combination theory was a last minute fiction designed to 

avoid the impact of the Supreme Court's decision. In the 

absence or a snowing of suen "new information” as required 

by the Act, defendants have no statutory basis for proceeding I 

pursuant to their new Notice on the fixed combination theory. ! 

j 

19. Plaintiffs have been severely damaged by the 
long pendency of the prior proceeding, despite the fact that 
it terminated ultimately in their favor. As a result of 
FDA’s numerous public notices, adverse publicity and FDA's 
maintenance of Alevairc on defendants' widely circulated list 
of "ineffective" drugs, 41 C.F.R. $3-1.352 et se^., which 
prohibits purchase of Alevairc by federal agencies, sales 
of Alcvaire have dropped approximately 63% since I960. The 
maintenance of a new proceeding, challenging anew and 
improperly the validity of the Miller-Paez and Cohen studies 
and raising, without proper basis, the untenable fixed 
combination theory, will further and irreparably damage the 


I 

l! 


,1 

i! 
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| drug and its makers. In addition, of course, plaintiffs 
I will be put to the time and expense of responding to an 
invalid proposal. 

20. I also wish to point out, as the Court of 
Appeals noted, that "There was no question raised as to the 
safety of Alcvaire nor has there been at any time; only 
the effectiveness of the drug for intended use has been 
questioned." (Slip Op. p. 3124). Thus, the granting of 
preliminary relief will in no way jeopardize the public 
interest. 

21. plaintiffs are moving by order to show cause 
because a full response to defendants' new proposal is due 
by October 15, 1974, and defendants have refused to extend 


|| i. « ^ r>v - V\ vrv er cr o 

II uiiC v, — —-— *■ 


22. No prior request for the relief requested 


herein has been made. 


. .. •'<' .< <••'=' / 

■S ■- ' - - _ ^ _/- 

William F. Weigel 


Sworn to before me this 
3 0 ft- day of September, 1974, 


/ o 


AV.vy*Ka-Si:’:.Vl 14* V«k 
? ; c. 

C 'VljJ ?4 1 .. YAfk C»yrty 

l<. • v .V.juii 30 . 1-/75 
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Exhibit 2 


Mucolytic Aeuosol Phepaeatioxs Coxtaixixg Tyloxapol 03 
Soli Lit Ethasulfatb 

Drugs for Human Use, Drug Ejjicacg Study Implementation 
Announcement 


Tho Food and Drug Administration has evaluated 
reports received from the National Academy of Sciences— 
National Research Council, Drug Efficacy Study Group, on 
the following preparations: 

1. Alevairo (tyloxapol 0.125 percent); Wir.ihrop Prod¬ 
ucts, Inc., 00 Park Avenue, New York, N. Y. IGCiG. 


2. Alevairo (tyloxapol 0.125 percent); Wir.throp Labor¬ 
atories, Division of Sterling Drug, 00 Park Avenue, New 
York, N. Y. 10016. 

3. Tergemist (sodium etliasulfate 0.125 percent; potas- 
O sium iodide 0.1 percent); Abbott Laboratories, 14th and 

Shc-ridnn Rond, North Chicago, Ill. GCuC-i. 

<, The Academy reports state that these articles are in¬ 
effective in that there is no evidence that tyloxapol or 
sodium etliasulfate in the amount present in these prepara¬ 
tions lias any effect on secretions in the lung other than that 
of water i.i thinning secretions by simple dilution. Further, 
ti.o eouecutruliou of potassium iodide in the Tergemist prep¬ 
aration in too low to contribute to the claimed effectiveness 


of tins drug. 

The Pood and Drug Administration concurs in the 
opinions expressed by the Academy and concludes that 
there I.-. lack of substantial evidence that cither Alevairo 
or Tergemist will have the effect it purports or is repre¬ 
sented to have under tno conditions ci use proscribed, 
recommended, or suggested in its labeling. 

Accordingly, the Commissioner of Food and Drugs in¬ 
tends to initiate proceedings to withdraw approval of the 
now-drug applications for Alevairo and Terg. uiist. , 




AC3 


Exhibit 2 • 

Prior to initiating such action, however, the Commis¬ 
sioner invites the holders of the now-drug applications for 
Alevairo and Tergemist, as well .as any person who may be 
adversely affected by removal of these drugs from the 
rnaikot, to submit any pertinent data hearing on the pro- 
posal within 30 days from the date of publication of this 
announcement in the Fedeiial RegisTei'.. Any such data 
should be addressed to tiie Special Assistant for Drug Ef.i- 
eacy Study Implementation, Bureau of Medicine, Food ar.d 
Drug Administration, 2C0 “C” Street S\V., Washington, 
D. C. -20201. 

Tins announcement is made to give persons who may be 
adversely affected by withdrawal of the drugs from the 
market notice 0 : the proposed action based on the evalua¬ 
tion of those articles. 

The holders of the now-drug applications for those drugs 
have been mailed a copy of the NAS-NRC report. Any other 
interested person may obtain a copy of the NAS-NRC 
reports on Alevairo or Tergemist by writing :o the Food 
ai.d Drug Administration, Press Relations Office, 200 “C” 
Street S\V., Washington, D. C. 20204. 

Tins notice is issued pursuant to the authority vested in 
the Secretary of Health, Education, and Welfare, by the 
Fedora! Food, Drug, and Cosmetic Act (sees. 502, 505, 52 
Stat. 1050-53, as amended; 21 U.3.C. 352, 355) and dele¬ 
gated to the Commissioner (21 CFR 2.120). 

Dated: July 9, 19CS. 

IlEr.m.r.x L. Ley, Jr.., 
Commissioner 0/ Food and Drugs. 

[F.R. Doc. GS-S494; Filed, July 16,19G3; £:5l a.ue.] 
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AFFIDAVIT OF SERVICE 


STATE OF NEW YORK ) 
COUNTY OF NEW YORK ) 


SS. : 


EDGAR FARRAN, being duly sworn, deposes and 


says; 


I am over 18 years of age, am not a party to 
this action and reside at 1G0-56 26th Avenue, Flushing, 

New York, New York 11358. On October 1, 1974, I served 
the annexed Order to Show Cause For Preliminary Injunction, 
Affidavit of William F. Weigel, Summons and Complaint 
and Plaintiffs' Memorandum in Support of Motion for Pre¬ 
liminary Injunction upon: 

1. The office of the United States Attorney for ‘ 

i.i— r—* v> District of Now York oy uc- • 

-.. Vi J | 

livering personally true copies thereof to 
one of the attorneys in said office; and 

2. Howard Epstein,' Esq., attorney for defendants, 
at Consumer Affairs Section, Antitrust 
Division, United States Department of Justice, 
Washington, D. C. 20530, the address 
designated by said attorney for that purpose, 
by depositing true copies of same enclosed 
in a postpaid properly addressed wrapper, in a 
post office or official depository under the 
exclusive care and custody of the United 
States Post Office Department within the State- 
of New York. 


Sworn to before me this 
1st day of October, 197-i. 

iO 1 r - 

v A. vt ..-v vV. - *- 


. iD^, : t \: 




1 • -*- 


Edgar Farran 


Notary Public 


anni saniiko 


:r y p K en, 51,t« nf Hf*r Yorl 

H'i 41 fc/ilC-S 

| bull lied in O.t" ne County ^ 
■ C(i’ fi*?d in N'« Twk County 

Tf —f«!•» l/ni'b 30. 1^* 
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UNITED STATES DISTRICT COURT 
SOUTHERN DISTRICT OF NEW YORK 
- x 


STERLING DRUG INC., 

WINTHROP PRODUCTS, INC. and 
BREON LABORATORIES, INC., 


Plaintiffs, 


CASPAR W. WEINBERGER, Secretary of 
Health, Education and Welfare, and 
ALEXANDER M. SCHMIDT, Commissioner 
of Food and Drugs, 

Defendants. 


74 Civ. 


PLAINTIFFS' MEMORANDUM IN SUPPORT OF 
MOTION FOR PRELIMINARY INJUNCTION 


•iw i kouul J j on 


This action is brought by the manufacturers and 
distributors of the prescription drug Alevaire preliminarily 
and then permanently to enjoin the defendants from proceeding 
to withdraw approval of the new drug applications ("NDA's") 
for Alevaire pursuant to defendants' Notice published in the 
Federal Register of August 13, 1974. (39 Fed. Reg. 29013- 

29014). Unless preliminary relief is granted, said Notice 
requires a full response by October 19. 

We proceed on two grounds. First, that 
defendants are barred by the doctrines of res judicata 
and/or collateral estoppel and are.estopped by their prior 
concessions and admissions from proceeding to withdraw 
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approval of the hdVs for • 

lor plaintiffs • ^ 

the ° ry thab proof Of effectiveness ^ 7 ' leVilir ° ^ 

by C -Pari„ 9 Alevairo SS be -«o»-tr.t« 

Jts vehicle (watr>>~ 

a ” d 9ly —' • -cone, that defendants “ bi ™’— 

^°5 (e) (3) of tho pood " d — are barred b y Sec tio„ 

Act ”>. 21 U.s.c. 5355 (e) ( 3 , ’ *"* ^ C ° Smetic A « ("the 

approval of the NDA's f or A1 ' e ^ Pr ° C ° edin3 to withdraw 

a fixed-combination dru 9 f ^ °" that ib - 

ness ib ^ - -at deLt„tirrr ncc ° f °"° ctive - 

requirod by the aforesaid statute before t, ^ lnf ° rmati ° n " 
and maintain such a proceeding. ^ “ Y lnsti — 
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t ;:rr 

six-year period and forms a b - 9 StrGtches over a 

tiVS ^-toxy ar bit rarinlTl“ 0rk .° f “ Stra - 

public health. T h a t hi ° ClltlCal area of 

attempts by the PDA to • 7 n ° W lnClUdei ’ no loss than four 
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° f ApPOalS f °* the Second cT^uit ^ ^ 

cuit ' and three rein^-,* 

A L1 ns tatenients 
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of approval of the NDA's for Alevaire after the FDA's 
attempted withdrawals had been shown to be unsupportablc. 

That history is set forth in some detail in the May 2, 1974 
decision of the United States Court of Appeals for the 
Second Circuit, reinstating approval of the NDA's for 
Alcvaire, (Complaint, Exhibit 5), and in the affidavit of 
William F. Weigel, submitted in support of the motion for 
preliminary injunction herein. We summarize below the 
facts relevant to this motion. 

The NDA's for Alevaire were first approved by the 
FDA in 1952 and since then Alevaire has been widely prescribed 
in this country and abroad for use in chronic obstructive 


1 nn/^ rl i r> t 


•> 1 ^7 n 4- L 


l ^ tA •« M V. « •». ■ • 1 » a. m • 


secretions. Alcvaire consists of an active ingredient, the 
detergent or surface active agent, tyloxapol, in a vehicle 
solution of water, sodium bicarbonate and glycerine. 

The First Withdrawal Order 

In 1966, the FDA commissioned the National Academy 
of Sciences - National Research Council ("NAS-NRC") to review 
all drugs, such as Alevaire, whose NDA's had been approved 
prior to 1962, to determine whether there was adequate proof 
of effectiveness as defined in the 1962 amendments to the Act.* 
In 1968, the NAS-NRC panel which reviewed Alevaire 


*The role of the NAS-NRC is discussed in Weinberger v. 
Hynson, Wes tco tt & Dunning , 412 u.S. 609, 614 (1*573). 
Sec also, Pfizer, Inc , v. Richardson , 434 r.2d 536, 539 
(2nd Cir. 1970). 


- 3 - 





PLAINTIFFS' MEMO FOR PRELIMINARY INJUNCTION 
A. 74 

found that, evaluated pursuant to the new requirement for 
evidence of effectiveness under the 1962 amendments, there 
was a lack of evidence that the active ingredient in Alevai 
tyloxapol, was any more effective than water in thinning 
secretions in the lung.* The FDA first published a notice 
of the results of the NAS-NRC review of Alevaire and its 
concurrence with those results in the Federal Register in 
July 1968, and by notice dated December 1, 1969, issued a 
proposal to withdraw approval of the NDA's for Alevaire. 

In response to the NAS-NRC review and the FDA's 
notices based thereon, plaintiffs submitted to the FDA 
evidence confirming the effectiveness of Alevaire including 
two new studies (by Miller-Paez and Cohen) which had 
been unaertaten to meet the doubts raised by the NAS-NRC 


*The text of the NAS-NRC panel 1 s comments is as 
follows: 

"COMMENTS: This detergent for inhalation by 

aerosol is marketed in a concentration of 
0.125%. Thus, over 90% of the material is 
water. It has been shown in vitro that 
tyloxapol in higher concentration ‘can 
affect certain physical characteristics 
of mucus (20). There is no evidence that 
the tyloxapol in this product has any effect on 
secretions in the lung other than that of 
water in thinning secretions by simple 
dilution (1,13,22). 

"It should be noted that a number of the papers 
in the manufacturer's bibliography are based only 
on clinical impre*-* d do not reflect adequate 

controls. The clj...j.cal impression of the Panel 
is that this product is no more '*'foctive than 
- water." 
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report and FDA's concurrence*therein. Plaintiffs also 
submitted the sworn statements of ten experts in the field 
that in their expert opinion the new clinical studies con¬ 
cerning Alevaire were adequate and well-control]ed and 
demonstrated the effectiveness of Alevaire and its 
superiority to the control test solutions, water and saline. 

FDA subsequently issued an order dated August 27, 
1971*in which it stated its conclusion that the studies 
submitted by plaintiffs were not adequate and well-controlled 
and withdrew approval of the NDA's without granting plaintiffs 
a hearing. After plaintiffs had appealed the withdrawal 
order to the united States Court of Appeals fur the Second 
Circuit, the Agency confessed that it had failed to consider 
all the data submitted by plaintiffs and requested the Court 
of Appeals to remand the matter to the Agency for further 
consideration. In anticipation of a prompt re-evaluation, 
this motion was granted and the NDA's for Alevaire were 
reinstated. 

The Second Withdrawal Ordor 

After taking over a year to review the evidence 
it had overlooked, the FDA issued a second withdrawal order 
dated March 2, 1973, (Complaint, Exhibit 2) denying plaintiffs 
a hearing and again c aring the Miller-Pacz and Cohen studies 


‘Complaint, Exhibit 1. 
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to be inadequate and uncontrolled. This time, however, 

FDA shifted its grounds for criticizing the studies. In 
its 1971 order, FDA had quarreled with the methodology of the 
studies but had accepted the nature of the control solutions 
used in the studies. One study, the Miller-Pa*cz study, had 
compared Alevaire to both water and saline solutions. The 
Cohen study had compared Alevaire to water.* In its second 
withdrawal order, however, FDA's principal contention was 
that Alevaire must be compared to its vehicle, namely, a 
solution of sodium bicarbonate, glycerine, and water. 

Plaintiffs filed a Petition for Reconsideration, 


‘-'j sworn statements 

the field that while the control 
suitable, those used in plaintiff 
valid if not preferable, and were 


oi re^oynx^ed experts j.n 
suggested by FDA might be 
's studies were equally 
clearly permissible under 


FDA's own regulations, 21 C.F.R. 130 .12(a) (5) (ii) (a) (4) , 

(now recodified at 21 C.F.R. 314.Ill (a) (5) (ii) (a) (4)). FDA 
first notified plaintiffs that the Petition for Reconsideration 
would be denied. Then, after plaintiffs had appealed the second 
withdrawal order to the Court of Appeals, FDA acknowledged the 

* These control solutions had been chosen because they wore 
the two most commonly used alternate mucoevacuant solutions, 
and because the NAS-NRC review panel itself and FDA's Notice 
concurring therein had compared Alevaire to water. FDA's first 
withdrawal order had acknowledged the suitability of the 
controls utilized by plaintiff's studies arid, as the Court 
ot Appeals has noted, defendants were "aware as early as 
August of 1900" of the nature of the controls to be employed . 
(Slip. Op. p. 3133, fn. 11}. 1 1 
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validity of the criticisms made in the Petition for Recon¬ 
sideration, revoked the second withdrawal notice, and rein¬ 
stated approval of the NDA's (Complaint, Exhibit 3). 
Simultaneously, it moved in the Court of Appeals to dis¬ 
miss plaintiffs' appeal. 

Since exclusive jurisdiction had already vested 
in the Court of Appeals pursuant to Section 505(h) of the 
Act, 21 U.S.C. §355 (h), and to prevent FDA from again 
avoiding judicial review of its actions, that Court denied 
defendants' motion to dismiss the appeal. 

Zll9—T.ljjjj.. Wi thdrawal O rder 

In August 1973, FDA issued a totally new withdrawal 
order based on the theory, raised there for the first time, 
that Alevaire was a fixed-combination drug within the meaning 
of 21 C.F.R. 3.86. (Complaint, Exhibit 4). Plaintiffs 
appealed to the Court of Appeals from this order as well, 
and the Court promptly ordered consolidation of the -> 
appeals. 

Decision of the Court of Appeals 

In May, 1974, the Court of Appeals issued its 
decision. (Complaint, Exhibit 5). Based on the revocation 
order, tho August 1973 withdrawal order, defendants' briefs, 
and on statements made by defendants' counsel during oral 
argument, the Court found that FDA had conceded error in its 
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March 1973 order and had abandoned the grounds for with¬ 
drawal of approval of the NDA's asserted therein. Since the 
March order had already been revoked by FDA, however, the 
Court found that the relief sought by plaintiffs had already 
been achieved and thus dismissed their appeal from that order 
as moot. 

With respect to the August 1973 order, the Court 
stated that it found little in the record to support the 
IDA s new assertion that Alevaire was a fixed-combination 
drug and dismissed FDA's order on the grounds that the 
Agency arbitrarily had violated the law and its own regula¬ 
tion in failing to give plaintiffs notice or opportunity 
to respond to the eleventh-hour assertion that Alevaire was 
a fixed-combination drug. The Court emphasized that any 
proceeding based on the fixed-combination theory would have 
to be in accordance with the requirements of the Act and the 
regulations promulgated by FD7* thereunder. The Court also 
decided that FDA should remove Alevaire from a government- 
prepared and circulated list of drugs the NAS-NRC had found 
ineffective.* 

The New Withdrawal Propo sa1 

On August 13, 1974, defendants caused to be 

*1DA has refused to do so, and there is pending in the 
Court of Appeals a motion by plaintiffs to compel the 
FDA to comply with the Court's decision in that respect. 
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published in the Federal Register a fourth, new Notice of 
Proposal to Withdraw Approval of New Drug Applications for 
Alevaire, 39 Fed. Reg. 29013-29014. (Complaint, Exhibit 6) 


Continuing their arbitrary and inconsistent conduct of the 

six years of the prior proceedings, defendants, in their nev; 

Notice, attempt to revive an issue specifically abandoned 

by them as erroneous. Implicitly recognizing the impropriety 

of such action, they also seek to proceed, in the alternative, 

on the theory that Alevaire may be a fixed-combination drug. 

Thus, the Notice states: 

"It is possible to conclude that Alevaire 
is a combination product, with several 
ingredients intended to contribute to the 
overall claimed therapeutic effect. 

* * * 

“On the other hand, it is also possible to 
, consider Alevaire as a single active 

component, tyloxapol, with a vehicle 
that happens to have some activity of 
its own in the treatment of patients with 
difficulty in mobilizing pulmonary secretions. 

A i i 

"It is the pre se it_ conclusion of the 
Bureau of Drugs ... that Alevaire is a 
fixed combination drug product and that 
evidence of its effectiveness should be 
derived from adequate and well-controlled 
studies meeting the requirements of 
21 C.F.R. 314.111 and 21 C.F.R. 3.8C. 

Any request for a hearing with respect to 
the present notice should provide such 
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evidence of effectiveness as a fixed 
combination . . . "(Emphasis added) 

The Notice cjoes on to say, however, that plaintiffs may 

"alternatively, demonstrate that Alevaire 
is a single entity drug product and provide 
evidence in the form of adequate and well- 
controlled studies meeting the requirements 
of 21 CFR 314.111 that Alevaire is 
effective as a single entity drug product." 

It is this fourth proposal which plaintiffs con¬ 
tend is unlawful and improper and concerning which they 
seek injunctive relief herein. 


ARGUMENT 


In Lxou u c Liu 11 

It is apparent that defendants' new Notice, inso¬ 
far as it considers Alevaire to be a single-entity drug, is 
barred by the decision of the Court of Appeals and the con¬ 
cessions and admissions made by defend<mts in the prior 
proceeding. In their new Notice, defendants again contend, 
as they did in their March, 1973 order, that Alevaire must 
be compared to its own vehicle. Thus, the new Notice states 

"If Alevaire is a single active component in 
a several component vehicle, the required 
clinical studies are somewhat less complex. 

In this case evidence must be presented that 
Alevaire is more effective than its admittedly 
active vehicle. Development of such evidence 
would require a two-group trial: patients 
.treated with the vehicle (water, bicarbonate. 
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and glycerin) alone vs. patients treated with 
Alevaire." 

This is precisely the proposal which was included in FDA's 
second withdrawal order in March 1973, rebutted by plain¬ 
tiffs' Petition for Reconsideration and by the sworn state¬ 
ments of independent experts in the field submitted to FDA 
by plaintiffs, and abandoned by FDA in its third notice of 
withdrawal in August 1973 and in its briefs and argument 
before the Court of Appeals. 

Plaintiffs maintain that Alevaire is a single 
entity drug, the effectiveness of which was established in 

Vl >* 1 O r* ^ V f~* C\ /’Tin n r» K t » 4- M 1 1 ^ v« r> j-,. J f~\ _ v. . ^ « 

L " L ~ ’ w. - ~ ~ ^ ctiiG cOuCrii S muici 

r^Drl 1" llP of" h pr Ciihc:t*nnf i ^1 r wl o n n o v>vr.r<AM4. u,. i y r , _ 

W..W w V-V4 »Jj Ci 1CUI • lie 

here contend that defendants may not be allowed to rclitigate 
the validity of the evidence proving Alevaire's effectiveness 
as a single entity drug since that precise evidence was at 
issue and determined in plaintiffs' favor in the prior pro¬ 
ceedings. 

Insofar as defendants would now proceed on the 
proposition that Alevaire may be a fixed-combination drug, 
defendants are barred for lack of the "new information" 
required by statute. Section 505(e)(3), 21 U.S.C. §355(e) 

(3), and in the absence of such information, defendants may 
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not proceed with their withdrawal proposal. 

I. The Defendants' Proposal to Withdraw 
Approval of Plaintiffs' New Drug 
Applications, Insofar as; it is Based 
on a Requirement That Plaintiffs Test 
Alevaire Against Its Vehicle, Is Barred 
Under the Doctrines of Res Ju dicat a 
_an d Col l ateral Es toppel ~ 

As stated, the now Notice requires that Alevaire 
be tested against its vehicle, namely, sodium bicarbonate, 
glycerine and water, before it can be established to be 
effective as a single-entity drug. This is precisely the 
ground raised in the March 1973 order wherein, as the Court 
of Appeals noted, < 

•• f’vT'. .. .. - ... 

I j 4*W WJ. j. UAVAOill *»UO Ulbu VU1LCU L. licit. 

water was not a proper 'control' with 
which to compare Alevaire, but that the 
proper 'control' was Alevaire minus 
tyloxapol.6 


In other words, a solution of 25 sodium 
bicarbonate, 55 glycerine and 935 water. 

The FDA had previously suggested that 
either water or Alevaire minus tyloxapol 
would be a proper 'control'." (Slip. Op. p. 

3127) 

This is the exact contention that the Court of Appeals 

found to have been "abandoned" and "conceded [to be] erroneous." 

(Slip Op. p. 3128, 3134). 

Surely there must come an end to defendants' 
effoi.ts to continue to raise issues which have previously 
been determined. The Supreme Court in United States vs. 
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Utah Con struct ion a nd Mining Co., 384 U.S. 394, 422 (19GG) 
stated: 

• 

"When an administrative agency is acting 
in a judicial capacity and resolves disputed 
issues of fact be*fore it which the parties 
have had an adequate opportunity.to litigate, 
the courts have not hesitated to apply res 
judicata to enforce repose." 

It is, of course, the fundamental and long- 

established purpose of the doctrines of res j udicata and 

collateral estoppel to insure repose. 

"The general principle announced in 
numerous canes is that a right, question, 
or fact distinctly put in issue and 
directly determined by a court of 
competent jurisdiction ... cannot be 
disputed in a subsequent suit between 

il Zl Tn . n v* 4- 1 /*> 4- L i v i oi • -* v. 

even if the second suit is for a different 
cause of action, the right, question, or 
fact once so determined must, as between 
the same parties or their privies, be taken 
as conclusively established, so long as the 
judgment in the first suit remains unmodi¬ 
fied." Southern Pacific R. Co. v. United 
States , 168 U.S. 1, 48-49 (1897) 

Whether the present proceeding by defendants 

against plaintiffs be viewed as the same or a different 

cause of action as the previous proceeding is relevant only 

insofar as it determines whether the principle applied be 

denominated technically as res judicat a or collateral 

estoppel. The offeet of the principle is the same since 

whether by res judic ata or collateral estoppel, defendants 
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are barred from again attempting to proceed against plain¬ 
tiffs on the basis that Alevaire must be compared to its 
vehicle. 


"[W]here the second action between 
the same parties is upon a different 
cause or demand, the principle of 
res judicata is applied much more 
narrowly ... Since the cause of 
action involved in the second proceeding 
is not swallowed by the judgment in 
the prior suit, the parties are free to 
litigate points which v/ere not at issue 
in the first proceeding ... But matters 
which were actually litigated and de¬ 
termined in the first proceeding cannot 
later be relitigated. Once a party has 
fought out a matter in litigation with 
the other party, he cannot later renew 
that duel. In this sense, res judicata is 
usually and more accurately refer red Le> 
as estoppel by judgment, or coJlateral 
estoppel. Commissioner v. Sunncn, 333 
U.S. 591, 597-98 (1948) 

Here defendants have not only had the opportunity 
to litigate the issue, but have themselves raised the issue 
and then specifically and formally abandoned it after 
plaintiffs made a full and "well taken" response thereto. 
(Slip. Op. p. 3127). After six years and three appeals, 
the attempt to renew this issue constitutes harassment 
by defendants which should not be countenanced by this Court. 

Since the issue was before the Agency and the 
"ourt of Appeals, and since the decision of the Court of 
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Appeals makes clear that said issue has been concluded in 
plaintiffs' favor, defendants are estopped from attempting 
again to raise this issue. Tait v. Western Mar yland R. Co., 

289 TJ.S. 020 (1933); Commissione r of Internal Rev enue v. 

Western Union Tel. Co .. 141 F.2d 774 (2nd Cir. 1944), cert. 

—- 1lod 322 u - s - 751 (1944). Also applicable is United State s 
v. Wi llard Tablet Co ., 141 F.2d 141 (7th Cir. 1944) where the 
doctrine of res judicata was applied to an attempt by FDA 
to relitigate an issue of fact that had previously been 
adjudicated between the government and respondents, even 
though the government in the earlier proceeding was a different 
federal agency, the Federal Trade Commission. Thus, res 
judicata certainly applies here where the FDA itself ig the 
agency involved in both proceedings. 

The principles of res judicat a and collateral 
estoppel have been applied against the government in a 
variety of situations. See Vestal v. Commisssioner of 
Internal Revenue, 152 F.2d 132 (D.C. Cir. 1945); Chapman v. 

El Paso Natural Gas Co ., 204 F.2d 46 (D.C. Cir. 1953); Nager 
Electric Co . v. Unite d States, 396 F.2d 977 (Ct. Cl. 1968) 

In Vesta 1 , su pra at 136-137 , the court held: 

"[T]he Commissioner, having made, within 
the scope of his authority, with full knowledge 
of all the facts and being fully conscious of 
the problem involved, an election to collect a 
tax upon a given transaction upon a stated 
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T. 


basis, cannot later be heard to assert 
another tax upon the same transaction ..." 

Similarly, defendants here have also, with full knowledge 

of the facts and being fully conscious of the problem 

involved, made an election to abandon the contention that 

Alevaire should be tested against its vehicle. Thus they 

cannot now assert that contention again. 

II. The Defendants' New Withdrawal 

Proposal, Insofar as it is Based on 
a Requirement that Plaintiffs Test 
Alevaire Against its Vehicle, is 
Also Barred By Defendants' Previous 
Admissi on s and Concessions _ 

In addition to the doctrines of res judicata 

and collateral estoppel, defendants are also estopped from 

proceeding anew on the previously raised theory since they 

formally and specifically, in orders, briefs and on oral 

argument of counsel, abandoned said contention and conceded 

it to be erroneous. 

There are numerous cases which hold that once a 
party, including the government, concedes a fact or an issue 
in the course of a proceeding, it will be bound by the con¬ 
cession. Cover v. Schwartz , 133 F.2d 541 (2nd Cir. 1942); 
cert , denied 319 U.S. 748 (1943). 
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Fcnix v. Finch , 436 F.2d 831 (8th Cir. 1971); U nited Stal es 
v - Commanding Of ficer , 446 F.2d 324 (8th Cir. 1971 ); 

United S tates v. Star Construc tionjCo. . 186 F.2d 666 
(10th Cir. 1951) . 

This Court should, therefore, enjoin defendants 
from again seeking to litigate the issue of whether Alcvaire 
must be tested in comparison with its vehicle solution of 
water, sodium bicarbonate, and glycerine, since that issue 
was raised and then abandoned by defendants in the prior 
proceedings concluded by the.; Court of Appeals; decision on 
May 2, 1974. 

TTT Pof OHllsntC 

Proceeding Against Alcvaire 
on the Grounds That It is a 
Fixed Combination Drug Within 
the Meaning of 21 C.F.R. 3.86 
Since Defendants Have Failed to 
Meet the Jurisdictional Require¬ 
ment of "Now Information" Upon 
Which to Base Such a Proceeding 
as Required by Section 505(e)(3) of 
21 U.S.C . 5 355 (e ) (3)_ 

One having received a license from a governmental 
agency is entitled to the lawful use of his rights there¬ 
under. Thus, while such rights arc not irrevocable, the 
government may not arbitrarily or without statutory founda¬ 
tion withdraw such license. 

Approval of an NDA is, in effect, the grant of a 
license to market a drug. And Congress has provided that 
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such approval may not be withdrawn willy-nilly without 
adequate reason. Thus, before the l’DA can proceed to 
withdraw approval of an NDA based on lack o r -'tivencss, 

Section 505(e)(3) of the Act, 21 U.S.C. §3 , requires 

as a condition precedent that the Agency have new information 
which, evaluated together with the data available when the 
NDA was approved, indicates that there is a lack of evidence 
of effectiveness. 

The language of the statute is as follows: 

"(e) The Secretary shall, after due 
notice and opportunity for hearing to 
the applicant, withdraw approval of 

An a nn 1 i oaf i nn ui’ f ^ ^ ^ ^ • 

r **■ — — —* - — ''*• • -*• t, i- v-< v. « * • jr 

drug under this section if the Secretary 
finds ... (3) on the basis of new informa- 

t ion before him wi th r espect t o such d rug, 
evaluated together with the evidence availa¬ 
ble to him when the application was approved, 
that there is a lack of substantial evidence 
that the drug will have the effect it 
purports or is represented to have under 
the conditions of use prescribed, recommended, 
or suggested in the labeling thereof ..." 

(Emphasis added) 

We submit that the new Notice states no "new 
information" as required by the Act to support the proposi¬ 
tion that "it is possible to conclude that Alevaire is a 
combination product" and that, in fact, defendants possess 
no such requisite information. 

We note that despite FDA's withdrawal order of 
August, 1973 (Complaint, Exhibit 4) which was based exclusively 
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on the* ground that Alevaire was a fixed-combination drug, 
the Court of Appeals noted: 

"[T]here is little in the record now 
before us to support the proposition 
that Alevaire is a fixed combination 
drug within the meaning of 21 C.F.R. 

3.8G ..."* 

(Slip Op. p. 3137) 

Indeed, the Court was apparently suspicious of the circum¬ 
stances which gave rise to the new theory, suggesting that 
it was an eleventh-hour attempt to avoid the impact of a 
Supreme Court decision. As the Court stated: 


FDA 


"On June 18, 1973, between the 
termination of its March 2, 1973 
order on June 14, 1973 and the 
issuance of its August 7, 1973 order, 
the Supreme Court decided Wei 
Hyns o n, Westc ott & Dunning, 412 U7sT609 

uy/j). 


* * * 

"Prior to the issuance of the August 
7 order, the petitioners had sub¬ 
mitted extensive evidence of Alevaire's 
effectiveness as a muco-evacuant to rebut 
the contention in the FDA notice that 
Alevaire was no more effective than 
water. Faced with the question of 
whether petitioners were entitled to a 
hearing on that issue under the Weinberger 
standards, the FDA then shifted Its 
grounds to the new fixed combination 
theory in its August 7 order." (Slip 
Op. pp. 3132-3133) 

We share that suspicion and suggest that under 
such dubious circumstances, defendants should, at the least, 


*ihe Court apparently anticipated that any new proposal 
would be based on additional information not in the prior 
record. But the new Notice is conspicuously lacking in any 
such new evidence. 
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be required to show that they meet the statutory require¬ 
ments before they may force plaintiffs to submit to another 
withdrawal proceeding. 

In the proceedings against Alevaire which 
commenced in 1968, FDA relied on the report of the HAS-HRC 
panel as providing its "new information." The first 
Notice FDA sent to plaintiffs in July 1968 commenced as 
follows: 

"The Food and Drug Administration 
has evaluated reports received from 
the National Academy of Sciences - 
National Research Council, Drug 

in' G ■» t*\ *■» i f C 4- % > \ f C* v“ 11 v*n 

M4. 4. w j k, ‘ • • • 

and continued 

"The Food and Drug Administration 
concurs in the opinions expressed 
by the Academy ..." 

A copy of that Notice is attached as Exhibit 1 to the Weigel 
affidavit. 

We did not then, and do not here, challenge the 
sufficiency of such reports to serve as the requisite "new 
ii . lation." Obviously, defendants themselves rely on such 
reports to meet the requirement of "new information" in pro¬ 
ceedings implementing the NAS-NRC drug efficacy review of 
pro-1962 drugs. In the preamble to FDA’s recently revised 
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hearing regulations, FDA discussed the NAS-NRC review of new 
drugs approved prior to the 1962 amendments. The preamble 


stated: 


"The Commissioner notes that, for all 
drugs subject to the NAS-NRC review, 
this [review] constitutes the first" 
evaluation by the Food and Drug Adminis¬ 
tration for effectiveness. Thus, a de¬ 
termination of lack of proof of effective¬ 
ness does not necessarily result from 
evaluation of new data or information. 
Instead, it results from an evaluation 
of all existing effectiveness data or 
information, for the first time, and a 
deteiminatjon that it fails to include 
the type of evidence of effectiveness 
required by the statute and regulations. 
The courts have consistently recognized 
that this evaluation [the NAS-NRC review 
and FDA acceptance thereof 1 is sufficient 


c c* c ^ 4. . , I. ^ i. V. 


-- .1 -- I 


- w i. v; 

qurred by the statute, on the basis of 
which the determination of a lack of 
substantial evidence may properly be 
made. O nce the drug effectiveness 

J cr 't is c ompleted . of course, 
and all n ew _drur_js_hay e bc en~~revTewed~ 
fo r both safe ty and ef fcctiveness , ~this 
s ituati on wi l l no jLongcr arise. " 

39 J-cd . Reg . at 97 52 (Emphasis added) 

While the NAS-NRC report on Alevaire may have 

justified institution of the 1968 proceedings, it can in no 

way support the new fixed-combination proposal. It is 

apparent that the NAS-NRC review panel considered Alevaire 

to be a single entity drug with tyloxapol as that entity and, 

in fact, the report makes no mention of the phrase "fixed 

combination." (See fn. p. 4 .supra , for the Panel report) 
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Moreover, the NAS-NRC report on Alevaire has 
been merged into and is barred by the termination of the 
proceedings which began in 1968. Also, as defendants 
themselves acknowledge "once the drug effectiveness study 
project is completed," as it has now been with respect to 
Alevaire, the "situation will no longer arise" where the 
NAS-NRC review and FDA's concurrence therein would constitute 
the statutorily required new information. 

In order now to proceed to withdraw approval of 
the NDA's for Alevaire on the grounds that it is ineffective 
as a fixed combination, defendants must hav~ "new information 
that Alevaire is a fixed combination druq within the nieanino 
of 21 C.F.R. 3.86. We submit there is nothing in the current 
Notice or in the prior record, which constitutes such basis. 
Lacking such basis, the proceeding may not continue and de¬ 
fendants should be enjoined from proceeding to withdraw 
approval of plaintiffs' NDA's under the fixed combination 
theory. 

IV. A Preliminary Injunction Should Issue 
Since Plaintiffs Are Likely to Prevail 
on the Merits and Will Suffer Irreparable 
Harm if the Proceeding Goes Forward, and 
the Public Interest Will Not be Harmed 
_ by an Injuncti on _ 

As the Court of Appeals held in Gulf & Western 
In dustrie s, In c, v. Great Atlantic & Pacific Tea Co., Inc., 
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476 F.2d 687, 692 (2nd Cir. 1973), 

"the two-fold requirement for a preliminary 
injunction is a demonstration of probability 
of success on the merits and a showing that 
irreparable harm will result if such 
relief is denied." 

The facts and arguments presented above, we 
believe, clearly demonstrate that defendants are proceeding 
illegally against plaintiffs, on the one hand by requiring 
plaintiffs to relitigate an issue already adjudicated in 
plaintiffs' favor, and on the other hand, by proceeding 
on the fixed-combination theory in the total absence of 
the statutorily required "new information" to support that 
theory. In this regard, it is significant that the Court 
of Appeals has strongly indicated that defendants' fixed 
combination theory is without merit (Slip. Op. p. 3137). 

It is thus apparent that plaintiffs, in seeking a preliminary 
injunction, have satisfied their burden of showing a likeli- 
bjod of success. 

While plaintiffs' likelihood of success on the 
merits is clear, it should be noted that "the burden [of 
showing probable success) is less whore the balance of 
hardships tips decidedly toward the party requesting the 
temporary relief," Pino De I.aurentiis Cinem a to graf ica , 

S-p.A . v. D-150, In c., 366 F.2d 373, 375 (2nd Cir. 1966). 
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That is unquestionably the case here. First, it is evident 
that defendants will suffer absolutely no hardship from the 
issuance of a preliminary injunction here. They have pre¬ 
viously themselves caused substantial delay in the evaluation 
of Alevaire. Plaintiffs' evidence '/as submitted in June 
1970 yet defendants took until August 1971 before issuing 
their first withdrawal order. After that order was revoked, 
defendants took over a year to evaluate seven affidavits 
totalling less than 20 pages of text. 

Second, it is unquestioned that there is absolutely 

no 1 Qcno n r f ^ ^ r >.*»_ • , . , _ 

- - — www- w j. nxcvanu. Ab LJ1U LOUTt Ot 

Appeals stated in its May 2, 1974 decision, "There was no 
question raised as to the safety of Alevaire nor has there 
been at any time; only the effectiveness of the drug for 
intended use has been questioned." (Slip Op. p. 3124, 
n. 2) Nor has any question of safety been raised in the new 

Notice. Thus, the granting of preliminary relief will in 

no way jeopardize the public interest. Indeed, it would 
help protect the public interest "to retain on the market 
those drugs that are efficacious ... [A]n administrative 
agency must not overlook both the interest of the public and 
the right of the proprietor in protecting the drugs that are 
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usoful in the prevention, control or treatement of 
illness." Weinb erger v. H ynson, Wostcott & Dunni ng, supra 
at 639, n. 2 (Powell, J., concurring). 

In contrast with the total lack of harm to 
defendants or the public interest in granting the pre¬ 
liminary injunction, the harm to plaintiffs from a denial 
of the injunction would be substantial and irreparable. 
Plaintiffs have been severely damaged by the protracted 
prior proceedings which terminated with the Court of Appeals 
decision of May 2, 1974. As a result of FDA's numerous 
public notices, adverse publicity, and the maintenance of 

^ "I ''•**' ’ •*J i! » .. .1 - .. i ~ • . . * 1 1 . , ’ "» » *» i • • r If • — — • »r 

" **«*-*-'- WI* tiltuiautu X -L r> L. V>JL J.IJU1 J.CLL1 VC 

drugs, which prohibits purchase of Alcvaire by government 
agencies, 41 C.F.R. §3-1.352 et. seq. ,* sales of Alevaire 
have declined approximately 63% since 1968 (Weigel Aff. 1119). 

The Supreme Court has acknowledged that plaintiffs 
are part of a "sensitive industry in which public confidence 
in their drug products is especially important." Abbott 
Laboratories v. Gar dner , 387 U.S. 136, 153 (1967). The 
courts have further recognized that pharmaceutical sales, 
once lost, arc difficult if not impossible to recapture 

*As would be expected, state and local"agencies often follow 
the federal lead and private physicians and institutions are 
reluctant to purchase drugs branded as "ineffective" by FDA. 
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"because of a permanent loss of medica) confidence and a 
permanent loss of sales to competing products." A mer ican 
Ho me Produ cts Corp. v. Finch, 303 F. Supp. 448, 452 (D. 

Del. 1969). It is obvious that plaintiffs’ drug product 
Alevaire is rapidly approaching the point where it will no 
longer be commercially viable as a result of the protracted 
a:. ; repeated harassment by defendants and their inconsistent 
theories, scientifically invalid criticisms, and arbitrary 
and capricious denial of due process to plaintiffs. 

In addition, plaintiffs should not be forced to 
expend the time and expense of participation in an illegal 
and improper agency action. The attempt of defendants to 
relitigate an issue foreclosed against them constitutes a 
serious violation of due process of law guaranteed to 
plaintiffs by the Fifth Amendment, and in itself makes this 
case a proper one for preliminary injunctive relief against 
the agency. Fay v. Douds , 172 F.2d 720 (2nd Cir. 1949). 

As Moore points out, the 

"Bad faith, if any, of the party 
seeking relitigution, difficulties 
imposed by a subsequent suit or suits 
on the party seeking an injunction, in 
the expense of time, money and energy 
required to defenu, and the effect of 
continued litigation on his business 
or reputation, are considered by courts 
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when asked to enjoin rolitigation of 
matters previously adjudged."IB Moor e"s 
Federal Practice *,|0.408(2], at 957-58, and 
case’s cited therein. 

All these factors are present here and call for injunction 
of the agency proceeding. 

It is also clearly recognized that agency action 
which is contrary to the agency's governing statute should 
be enjoined. Leed om v. K yne , 358 U.S. 184 (1958). 

CONCLUSIO N 

For the reasons stated above, a preliminary 
injunction should issue enjoining defendants from proceeding 
with their proposal of August 1, 1974, pending final judgment 
herein. 

Dated: New York, New York 

September 30, 1974 

Respectfully su' ed, 


Of Counsel: 

Wi11iam F. Weige1 
James B. Swire 
K. Carrington Boggan 

James H. Luther 
Roger I!. Rodwin 

Sterling Drug Inc. 
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tuo c: -or I;~ r , , ‘ 0i -» oa 
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It io tha use of this procedure which the 

Cotalssioner has most recently invoked against the 

dr “ B A1SValra ™ d ' ,hlch P^tiCft here seek to enjoin. 
S7AT,':; 'f ?T OF PAr.rn 

Hew Dru& — «* 

-- iUi <»u!van*(« were 

tpproved by the FDA in 1952 when only the safety of 
the dreg had to be demonstrated, m 1968. the tIAS-tmc 
study conducted on Aleva Ire aa part of the FDA's 
general efficacy review found that there was a lack 
of evidence that the active ingredient in Alevairo. 
tyloKopol, van any raoro effective than water in 
thinning secretions in the lung. After publishing 
a notice of the results of that study, the IDA 
issued a notice a the Federal register on December 6, 
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1 C;9 (34 F.F.. 193 52) of its intent to vi thdwv 
r.nprovnl of if a r.F'.'s for Alcv.vV.ro "ca the grounds 
thr.t there V; a lr :!; of substr. t.Vl evidence b* :t 
Alevoire has the effect which it purports or is 
re pro c a fed to have u:.u.r the ccr.diticns of use 
proscribed, rcecr.v.cndr J, or or;; Looted iu the lr.be 11 ins 
thereof." Petitioners thereupon requested a hearing 
and submitted c.z .0:13 cthere, the so-called Hiller-Fees 


end Cohen studies eo veil as the acorn statements 
of ten experts concerning the toots. On August 27, 
1971, the FDA issued an order denying a hearing and 
withdrawing approval of tlie tIDA*c for Alovaire, 
principally on the ground that the studies submitted 
verc “not adequate end veil-controlled.” (36 Fed. 

Reg. 18336) Of the 19 reports submitted in all, 
the FIX\ found that twelve involved nothing more 
than discussions of clinical impressions and observa¬ 
tions. The roieaining reports vrere described and 
their defects noted. 

\vhen plaintiffs appealed to the Court of 
Appeals, the FDA requested end the Court of Appeals 
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J 


n . 


l:o 



agreed, to rcnr.nd the r.atter to the agency for 
further review. 11;a reason for the decision by the 
agency was its realisation that n revised study 
submitted by plaintiffs on Jur.c 21, 1971 end a submission 


by then v;ith r.ffi 
inadvertently not 
decision denying , 


nvits fil-d cn August 12, 1971, had 
been considered prior to the 
i hearing end v/ithdrawing approval. 


Following reconsider a tion of the entire 
record the FDA issued a second withdrawal order on 
March 2, 1973, (30 Fed. Res. 6305) on the grounds 
that the tutorials submitted included "no adequate 
and well-controlled studies cf the type required by 
21CFR § 130.12(0 (£)•" 1x1 the notice the agency 

went through the studies individually and detailed 
its objections to each one. Specific criticism was 
directed at the Miller-Paea and Cohen studies on the 
grounds that water was not a proper control with 
which to compare Alevaire, but that the proper control 
was Alevaire minus its claimed active ingredient, 
tylo::opol, i.e. a solution of 2% sodium bicarbonate, 

5% glycerine and 95r< water. 
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Vlaintiffa thereupon submitted extensive 
rcbubtal evidence t.o t'u 2 agency, requested reconsidera¬ 
tion rod si;. J 11 one cus ly r.ppenlc I its code ion. The 
1>'A c:i June 14, 1972grrnt«.d the petit.;*.-n for reconsideration, 
tcrninr.fccd its viirl. el ord.;*., end Kived to d ionise the 
appeal. (33 Fed. I’cd. 15C5T}[pl. E::. 3j Prior to any 
decision ca the motion by the Cnurt of Appeals, the agency 
issued a third T?ithdrG;?cl order ar c! denied a hearing. 

This order, issued cn August 7, 1973 (33 Fed. lies. 21515) 

[PI. Ex. 4) vas in fact the agency's decision following 
reconsideration of the request for a hearing. In 
explaining the grounds for its decision, however, 
the agency noted: 

Even nesunirg that the studies are adequate 
end veil-controlled investigations com¬ 
paring A lev a ire v?ith ether control substances, 
a conclusion not warranted by analysis of 
the invcstigctions, the studies cannot 
demonstrate* the effectiveness of A leva ire 
because their design precludes assessments 
respecting the contribution of each of the 
three components of A leva ire snakes to the 
claimed effectiveness of the drug. •' 

The agency thus considered Alevnire to be a fixed 

combination drug, meaning a different type of 

e:qrjr-mentation was required to prove efficacy. 
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JC:l:o 


TIi:.n x:rs not: c 0 trl.lir.h 2 d until October 

5, 1971 by regulation 21 C.i’.n. 2.C5, some three 
ycafe after tho AIcvo5.ro proceedings hod cG;r_:viccd. 
[Coo rt<--rling Lor-, v. T T r?5-.':c—^r r.t note 8] 

Plaintiffs appealed that order as t.1.1 
end when the Court of Appeals denied the agency's 
notion to dismiss the appeal of the Mir eh order, tho 
two cnso3 ware consolidated. 

In its opinion, tho Court cf Appeals 
dismissed the appeal from the March 2 order as moot 
since the order was admittedly erroneously issued 
and uac now moot in any event. The Court then 

f ** '-«• A *7#.U ttL ^4. «.t. 

*.wwv^- WW» Wits. AtU^jUUI* f Wt* V4.MUA. • IlftiM W WUW 

Court ultimately held van that the agency had acted 
improperly in denying a hearing and \; Ithdr awlag 
approval. of the 17DA in the A.ugust 7th order on the 
grounds that plaintiffs had failed to submit evidence 
to show the drug to be on effective fland-combination 
drug when all prior notices of intent to v;ithdraw 
approval had been directed at the fact that the studioi 
were not "adequate and we11-controlled." In other 
words, tho FDA hod acted improperly in issuing a 
notice of intent to withdrew approval on the single- 
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entity t»r cry : nd th-n, niter nil the various pro- 
cc aural twists, actually denying a hear in" and 
withdrawing the err- on gruunda tint no studies had 
been cut. .It ted to cue;/ that Al;vai:;a true effective 
cs a £i::vJ ccr'jinctien drug. In run, plaintiffs 


hue* not Veen given notice ci: the tr.cory cn vrnton 

the FDA was actually xilthdraving approval of Alcvaira 

nor an opportunity to submit evidence to rebut that 

theory prior to the actual withdrawal of approval on 

August 7. The Court noted in conclusion that: 

They vere entitled to notice of the specific 
grounds cn which the FDA proposed to 
withdrew approval of the A leva ire 1JDA 1 c 
and to an opportunity to oubv.it evidence* 
which would on title them cu a heurJh^ 
before cu order of withdrawal could be 
validly issued. The order of August 7, 

1973 denied a hearing and veithdrew approval 
of A leva ire* without such notice to petitioners 
end without giving them an opportunity 
for such submission. 

The Court then indicated that if the agency 


wished to proceed cn this new theory it must give 
plaintiffs notice of its intent to withdraw the drug, 
the specific grounds on which it proposed to do so, 
and an opportunity to submit evidence end obtain a 
hearing thereupon. Accordingly, on August 13, 1974, 
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the i.- w .cucy yJblir* 1 In the register r. mtice 

of intent: to vithd:.VA 7 rppre val of Alovaire, apprising 
plaintiffs of the specific j von.;--a for so doing, 
tad i:ffcrJir 7 , t!. * : n c; pertvnity to vaqr.JC-S a 
Iveari'g a.d to Ct*. It evid 2 in rapport of Li 2 
drugs effectiveness in support of their request. 

(39 red. nr. 3 . 2C013)[Dc£. In:. 1]. Ca August 15, 1974, 
plairgiffs sought to postpone tl*..e tine to file until 
30 days after the Court of Appeals acted on a mot ion. 
uhich is still pending before it. [Def. 2 ]. 

This request t:as denied ii. a letter dated August 29, 
1974 [T5r»f. Fat. 31. Pursuant to an order issued by 
Judge Bryant J.n Ar-.rrlean Public Pca1th Aps*n . v. 
Venetian, 349 F. Supp. 1311 (D.BC 1972) [The order 
is attached as Daf. Ex. 4], the agency is barred iroiu 
issuing ouch extensions in any case. Accordingly, 
on September 10, plaintiffs fcmelly requested a 
hearing [Bef. E:c. 5]. To this date, hc\;ever, no 
evidence to support this request, ar» is required by 
the applicable regulations, 21 CFH 314 p 200, has been 
submitted, and if none is forthcoming the agency viil 
deny the request for a hearing and uithdrsv approval of 
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DEF. MEMO IN OPP. TO PRELIMINARY INJUNCTION 


A. Ill 


Alcvnirc c-.i Cotebor 13 Ui, es per Its notice of August 


A.'c ! with the prospect of this action. 


t'-.c plaintiffs then sought to circirtvcvit the agency 


precede. es by l.r raging thin action for a preliminary 


injunction cn Cote’ or 1, If7f. 


/ «* *. i. .» J. 


It in important to understand precisely 


that which plaintiffs cloir.i here for they do not 


contend either that the agency has failed to comply 


Vvith the requisite procedures or that A leva ire is in 


cny ray encrypted there from. In the notice of intent 


to withdraw approval or August U , iy/A, the agency 


has attempted to be ns candid end fair as possible in 


dealing with plaintiffs product. The notice acknow¬ 


ledges that; 


It is possible to conclude that Alevaire 
is a combination product, with several 
Ingredients intended to contribute to the 
overall claini-d therapeutic effect...it 
is also possible to consider Alevaire an 
a single active ccnpcnent, tyio.vapol, with 
a vehicle that happens to have seine activity 
of its OV.il. 


After thOs candidly expressing the two possible 


characterizations, the notice described the different 
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try pcs of ctvuicr. vhich \:.ju U 1 r required to Gc::on- 
ctrstc effectiveness trader either theory.* 


* Whether A'lcw. ire is a c:. vtf.cn cr not lr.no a 
bceriiy; c i thu cc.. *:* it an*. t \ '!■ ‘.ties cf studies to 

t\. zr'czr :: c.-lity . ...» off-* tiv. .a. £f it i.; n 

c.v rivet t t‘. *• re yirv. ; 'to of 1:1 G...I 3.C5 : ! .n 
C edition to those of 21 C..I i-li.lll ;vu t bo i .t, 
r.r.d the c: atriintien to over..II effectiveness of the 
rater , blear lew. to, r.v.d tyj. evs .col rust 1.3 as nor. no d. 
Tills rculd require, at a r.iv’:uri, a study iusludins 
f,rcups tr.sted V7it.li rater a leas, rater plus liar- 
bonetc, voter plea tylonaool, rater plus bicarbonate 
plus tylsaepol. (Glycerin, apparently 'intended to 
effect aerosol droplet sine, could be added to all 
groups). 


If A leva ire is a single active cosrpcnent in a 
several c.exponent vehicle, the required clinical 
studies are ecrocuhst less ccvplc::. In this case 

r»vJdoTjcr* nitnl* hr» pTv>R< ntorl tbnfc Alcvnivo in mnvfl 


UJLleCuJuV;: ; ;.ui 


J 0 


aLci*ui.y uGl-ivu \'n,l 


Development of such evidence rould require a tvro- 
group trial: patients treated vitli the vehicle 
(rater, bicarbonate, and glycerin) alcne vs. patients 
treat-,<i rith Alcvai.ro. In this instance* a comparison 
of Aleva Ire with vat ex or saline does not address 
the question of whether tylcvcpol is an active drug, 
since any difference! seen favoring Alcvairo could 
be the result of the bicarbonate." 


39 Ted. lies. 29013 
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t*. c'jL.izy str.ttn Its ccticluci.cn that "/.levaire 
^ is a fitted ccrMrr.hicn dm 3 product. u ITsrever, in 

rcccc/niticn cf the possibility that it is a cin-lc- 
entity t!ru;:, end in ;a r.tte- pt to afford plaintiffs 
evory l oscibility c2 ccr.sas tret 1:13 effectiveness, 
tl.c notice aliens tlf.a to submit evidence to she;/ 

A leva ire 1 s effectiveness o 1 th or as a fitted c cub fric¬ 
tion or so c. single-entity clrr. 3 .* In either cnee. 


* it is the present conclusion, cf the Luremi of 
Ln-^s, based in pert upon the c::plicit labeling fer 
Alevaire used until 1970, Chat /leva ire is n fitted 
combination drug product end thet evidence of its 
effectiveness should be derived iron adequate* end 
vell-e.ontroilcd studies meting the requirercents of 
21 CHI 314.111 and 21 CHI 3.Co, Any request for a 


t« M /'••at mm, »*» »m m. mm ~m ~ mm Sm 0m m. «. V «. 

* * v. wu. jli 1 1* A.** k » *. « • i . : v. » . i i r • 


provide such evidence of effectiveness ns a fisted 
cctr.binaticn or, alternatively, d:ronstrato that 
Aleva ire Is a single entity drug product and provide 
evidence in the* ferre or? adequate r.nd rail-controlled 
studies race tin" the requirements of 21 CUTi 314.111, 
that Alevaire is effective as a single entity drug 
product."' 


j. 
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J3:l;o tl.-i plaintiffs would be rrevived to toat tho active 

9 i—cdicr.t or fc^sCicato rsr.2r.ct the ether cl—cuts 

cZ the c!ri.g, \ hich they hava cfwicunly -voided doing 

. _ *.. j*. ^ * - -1 ft. * r ?■**-** V - -■*> <* T > : -rl p rVr.vr "" ».l 

to C.^kCO# i_^ vi Lu.w./ 1 ..*/ i'- *1 U4-V. *- L v '-‘ —-* 

ccevlvt .'..tly v::t for.: :d by the agrncy ciwee 1C39, r.r.4 
the tr»f; with which plaintiffs knva repeated refuted to 
comply, because, one must speculate, such studios would 
reveal that the very effect claimed to result from 
their nircalo-ingr cdlent tylo.iapol, can actually bo 
achieved by the vehicle of sodium bicarbonate, 
glycerin, and water alone, cs the agency foals. 

Faced with the new notice which finds the 
9 drug to be a fired combination drug but permits 

plaintiffs to nrroarly demonstrate that it is only 
a single-entity drug, the plaintiffs have submitted 
no data whatsoever and resort here to two specious 
legal claims in an attempt to block the proceedings. 
First, it is claimed that the agency cannot preened 
to withdraw the drug cn the single-entity theory 
because such proceedings are barred by the doctrines 
of '-tZ.il V —* f -‘ r ~ a and collateral estoppel. Second, 
it is claimed that the agency cannot proceed on the 
fired combination theory because it leeks the statutory 
9 prerequisite cf '\\c.i infermati.cn" of ineffectiveness 
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T r> * 1- -> 

• i w t • » / 




necessary to 5: : iritv.to i teh prc • »*.:> will to 

r,!;r : i, these clair r, derive rerpeeLively a cc plctc 

i. : 3 ox the Court of Appeals decision 

cud n r.iL , rca/:‘r .3 ox the ft a tut cry lcr. 3 ;:;u;e. A 
prc r_* readme j ox Loth rev::...Is Li. t by its August 13 
notice, the ;.,enay It's fully cc: plied with bath the 
opinion end the statute. 

rp r~ • f- yjLr'^-I.lv^rr.' 117* 

V 7 ' " ’ 77 : r ; . 7 ; • '-j ”vy"V "; f ' :d 

Y • t r • v •- * , • -> • I. * *• ^ A T 

; . ; . . . . . . * • . • ... * / -L. - , r 

*, **•.*•* ■ * > * • 
j _. . ,■ . _ >_ / ■ . :_>. ...•> 

/. * >' * * “7 • •• r '> J--> Ii' " i I ‘ *~' •< / • ; i\: .77 mi 

jr‘j;"7/7/- uj.77 7JL. ^ a r ~ ' 7;i.TV- tie s 

C ■;' ' ■..‘.'■•d •..** V ■ !■.... I T l._' i.iJi 

It is plaintiffs* position that by its cam cations 
In withdrawing previous orders based on the single- 
entity theory, the Cheney has conceded, end that in 
its opinions, the Court of Appeals itself has affirma¬ 
tively held, that "the effectiveness of [Alevaire] 
was established in the prior proceedings by the Iliilcr- 
Faen end Cohen studies," and therefore that "the 
defendants ray not be allowed to relitigate the validity 
of the evidence proving, A leva ire 1 a effectiveness c.n 
a siv.ple-cn ti.i.y dru 3 ." [Plaintiff*o !!u-ir.oraitdua ct 11] 
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lco 


This Court is therefore requested to "enjoin defendants 
from lit 1^. tins the issue of whether Aleva ire roust 
bo tested in cc nparifon with its vehicle solution of 
enters, ccditra biesrbenate, and ’glycerine" ' [Plaintiffs* 
Hsuorandun at 17]. This ergumsnt totally misreads the 
holding of the Court of Appeals. 

Concisely stated, the Court of Appeals held 
that the agency had not given plaintiffs proper notice 
of the basis upon which it ultimately witMrw approval 
of the drug and had thereby deprived then of the oppor¬ 
tunity to submit evidence In support of their request 
for a hearing. By no stretch of the imagination did 

, 1 r* . r • . , -| .. 1. . 1 J /-.V Am 1 ~ Am m. f mm. Am M 47 4? — I. — -1 

U i ij? w%>U4»U ul i:j>p»uA.u tiui.u v.a^ uiiuu *.*wv» u<»wn** 

Alevaire to be "effective" within the meaning of the Act, 
or (b) that Alevairc need not be tested in comparison 
with its vehicle solution. It must be remembered that 


the issue before the Court was not whether A.lava ire wan 
effective or whether the submitted reports ware properly 
controlled but only whether tha agency had acted 
properly in refusing to hold a hearing before withdrawing 
approval of the drug. 


0 
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: cf Ay; ' ~"l r. thus 1> : -2 no occasion to 

i 

pass upca cither the dregs < fleet ivov.e on of* the propriety 
of the reyrry’s rejection cf the studies p arportirg to 
tact the drug on a c in gle-e a titly drug. Ac noted, the 
August 7th erd r ws predicated ca a cc biviaticn, 

theory. T :e Ih.rcli order, vLTch was predicated ere a 
single-entity theory was f cue cl by the court to have Lean 
withdrawn end the ±: cues rail ,c\ with respect thereto 
held reset. Accordingly, the court did not hold that, 
nor diet the agency concede, that plaint iff 0 had demon¬ 
strated the effectiveness of Alevaire es a single- 
entity dr 1 : 3 . 

Thu issue before the Court of Appeals t:ss a 
very different one, namely whether or not the agency 
had acted property in withdrawing approval of A leva ire 
without a hearing. lit determining whether the agency 
had acted in accordance with tho applicable statutes 
and regulations, the Court of Appeals observed that the 
August 7th order, denying a hearing and withdrawing 
approval c£ Alevairo, was actually the agency’s decision 
following tho granting of plaintiffs petition for 
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J3:l;o reconsideration cf a clt:ilar order issued in l'nrch. Under 

^ 21 UdO C355(e) rr.c! the applicable regulations, the August 

7th order could follow only upen the icstr-tw-c to plain¬ 
tiff of notice end cn opportunity to submit evidence 
in cupport of n request for a hearing. The Court 
traced the procedural history of the proceedings end 
observed that "That order was predicated cn the notice 
of Opportunity fer Hearing of December 1, 1969 which 
x:as the only notice over given to petitioners." The 
Court then looked at the specific grounds for withdrawal 
stated in the 1969 notice, end repeated in the various 
withdrawal orders issued cad retracted in the interim, 

^ nn/4 A A r »■> & #- **t> /-!« « - • »-• -1 - • - — — ^ ^ 

A »•»— w —. %««•.*..** w 1 **_ • •>. t 1.11 1 in* miit.ii nifiii til//*# 

was ultimately withdrawn in the August 1973 order. 

As the Court observed: 

The August 7, 1973 order was the first 
tire the fixed ccv.ibitsafcicn theory had been 
injected into the proceedings. There was 
no Kenticn of that theory as n ground for 
proposed wlthcirewal in the Notice c£ 

Opportunity for Hearing of December 1, 1969. 
Petitioners were never given a meaningful 
opportunity to submit studies or date to 
contravene that theory. Instead, they were 
arbitrarily denied the opportunity to which 
they wore entitled to establish their right 
to a hearing on that ground, (footnote cv.aittcd) 


.on 


} 
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JJ:1 o 


iair ‘ vrs t - ' ! ' ol! - ' c - Court of: Appeal-* Accord- 
<“’* r;ly > ’ Lt c ‘ :a : - s the validity of t: .3 c ingle- 
cnfcoty tf.c„y Cl* l* : c.C:.~.\ cy oI the ; roof cuV.Ittcd* 
but held t! .t t!r.? h:.d 1 : :r>. i'V-cpcv rxtico. Ifcrcovcr. 


hud l ■} h * v-*"' •• T* r .'*•• *# {•*- > i-.p-.,..< « 

* •*" * - l.i. j . O.vc Li. 2 tCuJt CO IT.'.u 

hive or/, i* would i va been to review the agency f s decision 
end ItolcI that tnere was sufficient evidence to require 
a hearing. . In no cnee would the Court have passed upon 
either the effectiveness of the drug or the adequacy c£ 

the evidence submitted, prior to the holding of a hearing 
before the agency. 

ihus, neither in the agency proceedings nor 
in the proceedings before the Court of Appeals was it 
hold that in fact the plaintiffs had carried out 
adequate and well-controlled” experiments each as would 
require a hearing before the agency* or that the effective- 
neds of Alcvairo as a single-entity drug had been demon¬ 
strated by them. Accordingly* there is nothing to 
plaintiff^ present claims that ros jrdicutn bare the 
present agency proceedings. The principle of res 

only the re-3 itigntion of a question of 
feet or lew actually determined between the snv.e parties 


O o 
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:o 


or th.'ir priv/co in n y r ior action. r -"! ’ ' r~-o? ''J c P.. 

C o,, v. Unit • : Htgf s, 103 U.5. 1 (1C97); V UV.—; v. 
r-’l- -.in , 300 F. Cupp. S3-': (01.7/ 1073); Vo Tr^r.t v. 

245 r. Cupp. 373 (lllTY), rvOV . 335 F.2d 833 (CA 2 1965). 
1 . 3.0 deotriro if collateral estoppel nerves to bar re¬ 
lit'.get icn o3 a fact, c;U3ction or right in a cubnacuent 
cult: but bated on a different causa of cause provided 
that the in sue was actually litigated and determined 
and was material and necessary to that prior decision. 

V 

Corn** v. Duuetn , 333 U.S. 591 (1338) ; Crorra-?!! v. 

County of Sac , 94 US 351 (1877); Irving Hntlon.nl r~nk 
v. 7>r, 10 F.2u 721, 724 (CA 2 1925). See centrally 


_ .. i — - _ 

ni I inrrro * c? Hfic.-iTn I 


II /lll*V— / II /’ «? 


the government has deracuBtrated, there was no euch 
determination in the prior proceedings since the issues 
ultimately decided there were cither procedural, as in 
the Court of Appeals, or in fact not finally determined, 
as in the agency proceedings. As between the parties 
to the present litigation, there was no finding that 
Alevaire had been demonstrated to be an effective single- 
entity di v ug or that it need not ba tested against its 
own vehicle solution but only that there was improper 
notice. Had the agency again attempted to withdraw 
approval without proper notice t Jl:H .judicata or 

-7.4- 
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kj •»»o 


C C*i.i",ll Cl 1 C* T.-•JOV . l C\/w*lu i.'ii ’ /."5 J bcCil JLiK'O* .ud • 


Instead, fcViO age ray issued a rr::; notice cni Ire 
afforded plniutL. an opportunity to request n hearing 
r.iid to cvi'k.nco i*.i support of that request 

purcurafc to the .'.tatutcry eekcsuj. 

Plaintiffs have in fact requested a hearing 
Put to date have submitted no additional evidence to 
support their dales. If tha agency ultimately vrith- 
drnwa approval, plaintiffs can than invoice judicial 
review by the Court ot Appeals to determine whether the 


agency acted properly i\i finding a lack of sufficient 
evidence to warrant denial of a hearing. There Is, 
however, no merit to the claim that the agency is 
barred from proceeding on the single-entity theory by 
the doctrine of res judica ta or collateral estoppel 
since the agency did not ultimately withdraw/ approval 
cn that basis net* did tha plaintiff prevail thereupon 
in their appeal. 


_r _ 
r, <- J” 
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'i ** 


' .*• _. . L’.v ~L 

Eva i leas laibstantial than the baseless in- 
v—ti~\ i-- - d~tri:no of v s cr.d collv.Zcr.cl 

cctc; v al in alaii-tiffo' clain t’ 't tli2 is lorrc-1 

r-. r ~, ..V* -- r"ilnst Alcvsire 03 a f i::r J coe.b bastion 

OCI-", in the absence of "ncn infor.ntlcn" as to its lack 
c£ ci 1 cctii.». j • 

21 U.S.C. 0355(c) requires that the Secretary 
vithJraw approval of any application if he finds "on 
the basis of nsw infcr.netion before hio vith respect 
tc such druq «w.'»1n.Tt:<-*d together v’ith the oviciCiicG 
available to bin whan the application t?ao approved," 
that there is a lack of substantial evidence of effective* 

ness." 

In the case of Alova ire, such "nav; information 
is clearly provided by the results of the HAS-HHC study, 
and by the agency’s rc-ovaluaticn of that and other 
date resulting in the conclusion that Alovairc is & 
f iaed-coeabinriticrv drug. 
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o Ilnintiffs again assert a re o -ind'c typo 

claim, arguing that t -cause the agency rolled cn that 
study previously ir. attempting to withdraw approval of 
Ale voire, too study it no lcr.grr "new information." 

Plaintiffs again fr.il to raeagnito that the initial 
proceedings were rover in fact completed but, due to 
procedural defeats, have been re-initiated eti several 
occasions. It sc :r.vi clear both as a natter cf statutory 
c one trust if a. and ns a reattor of agency practice that 
"new information" as used in if53(e) neons any ?n Torrc 11 on 
r ede availab le after the a ^.ollc.eti cn t ree initi'llv 
£oproved. The statute itself instructs the secretary 
to act 

'on the basic of non infer rest.ion before 
him ... evaluated together with the 
evidence available to hin when. the application 
was approved." 

The obvious intent of the Congress was that a ll, avail¬ 
able information be considered, whether obtained prior 
to or after approval wee granted. Vbile the agency 
was obviously not to bo permitted to grant- approval 
and then without any additional information to c?.r.rply 
change its r.ind and withdraw approval, when further or 
new information did corxe to light, the agency was 
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ret to l- h'va ly its initial dcnlcicn to rant ciurroval, 

irc.7 infer.:. i tl.ua rafcta to fry inic-reiatic'-i 


*7 ^ . 


. ....... -3 

*, - V * 4 ..M t*«.W .1 


otti-? cv 


tic a in future- 




• r\ r r • 

V- W Ll L ,b* • 


* *, '**•''* ** * 4 * f f • « * » *• /> •? v ^ r%*~ M 
*■ » ——• ><4 • — - *• L . *v Lv- k. u. t. 1. JL* . «-• 1 .. L'*• t * 

that ti c age.::./ is only pa-.-ittou to tic 2 a rc. r::t or 

dlr:r:g rd tl c.t ir:ia::.:a- 

The obvious- into nb of Centre as 

wa that all ir.iV-sasticn be censif , 1 * cd, whenever gathered s 

in csci!cni.i :3 c£b. ..etivmess. Clc c.rly, the agency cannot 

bo required to disregard the IIAS-HIC study simply because 

it has been the basis of prior but iraccnsucrnated agency 

proceedluge. Although this precise issue has apparently 

not beta passed upon before, it has been held in bel l v. 

Goddard , 366 F.Sd 177 (C.\ 7 1966), that approval of a 

drug can be withdrawn on the basis of a rev application 

of orrir.t’ r. r; Infcr reticn, such as a re-evaluation of 

previous clinical studies. Although arising in the 

content of an allegedly "unsafe" rather than, an 

"ineffective" drug, which placed an even greater burden 

on the agency, the court there held that: 

Ue thin’: that section 505(c) did not 
vaster, let tha grounds for suspension to 
wholly new tests of a drug arising after the 
effective date of the application. The words 
"clinical orvari-nee" r.u.;t be held to include 

siU'.ii i ~ J -.'*-•! fc /A. J.G . ^ iiU L d.JcC jt.ciiU L.O 

the off::: fiver, ess cf the setJ.tiVr.cr"s 
application.. .f i"a the t: tit ic • r 1 s 
applies.tie .1 had 1 scare effective, the burden 

c -20- 
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, r , . . ■ • ' . - r ... - ..U - .-i „ 

V — f ^ -* . .. i- ^ - w.,.. 

r ,. . . ,: • . . * • • » • r * - »- 

, . . U ' ... J. i-«r 

f * ' * * • •- ' ' c ' ’ - " j 7 

c: ' . • : *„-•! .*» . c::i -Li ”, v*. the 

; L\ ' r . n ; . * l.i this crra .* n 

< • .* , • • 1* ^ • ' t nr .*■•»> *4 

V..— .. . .. . ' 4 w • !•*: ^ ^ Vt •• . 1 * ...» I .< w». w i« 

cl.' \c.:l «. i a iv./t vro- 

• • - • T • *.-*• • *■ . , [ - c .. * - 

J. W« .J . . Ju . • C . I- - . •«•»•• *• v!».* • 

. ■ - * * « * \ * • *• *• J i • * * * i ' * ' *• -’i p.*' '1 , f* 

l . . J «. . I. . . t. . . .«>!.< u , - 5 ( - . • *» • •» ■* *~ • «.* */*»!/ 

.. . , i * , • » • » 

. —%•••€ , » r »-.*•#* ' ' 

• 4 s. . t . . V . ,y • «’• « . . / • i • • •*» » 

• /• , - .. 1 « 1 • . * *_ 

^ i > f’.* ' •»' V *5 • •* < i ' r J 1 

U . M ^ • ■ * V. A. Ul* V * . ^ V * - — 1 ^ • - * • *•> I l 

ft v.' * i- .:..LIcn of c :L~lv.~ ;.:::;cv Lien, 
voulti de v..)i.L Cj to the interest 

X* ! . • L - J [iw - i.>.'w * ti.w - v w*« 

The i "ct tL-.c thr re-cvnluatisa v.y I.r.ve 
been i.nepi::..:d by ft cb:vgj in. acbiinictrativo 
policy is irrelevant. (355 F. 2d ftt 177) 

In veep on co to n sircllcr argument in r olob.n Co . v. 

Finch , 422 F. 2d 544 (CA G 1970), the court* citing 

Fell v. Cob-- vd „ wont on to read the "new inforruticn" 

«• * ~ . ■» 5 . .«.* •-. 

JLclU^U<iVJC uu IM.UUI JUJ.JLUX liuiut; aViiAi.u»^iO fjUiWU 

approval was granted* holding: 

“Uo conclude iron the record that FPA 
lied additional infonvit Ion r.hd evidence 
in 1959, when the certi fi.es t.ions were 
revolted, which wore not available to it in 
195 G when, Vanalba, a fired cone inn t ion. drug, 
v;ns first certified r.s cafe end effective." 

422 F. 2d at 951 

In the Aleva Ire car.o, aside from the cgency *o re-cval.untion 
of the various studies, the proceedings initially 
coxr.c.nced have never in fact been concu.r.vntcd \?ith a 
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J3:ko determination of effectiveness cr ineffectiveness. 

£ Rather, procedural defeats have caused the agency to 

recc:r-.::nco the initial action. Accordingly, the I1AS— 
IdlC study is clearly nev inforanticn of precisely the 
type Congress v* visioned the agency vould use. 

Further support for this view is found in 
the Court of Appeals decision, under \:hieh it vas 
clearly envisioned that upon correcting the prior 
defective notice, the agency could thus proceed on the 
fixed combination theory. The Court, making no mention 
of the need to obtain **nev7 informsticn" instructed only 
that: 


**«"'• t- /. v i . . . . . ..# . . . --1 - 

.Li. LU4 X'.Li Wi.uUUi.Uk/ C[/v>LUVUX V>i. 

the i;L’A : r. for A lava ire on the ground that it 
is ineffective as a fixed combination drug, 
it must folic.? the procedure required by the 
statu to ;ind regulations. It mist give the 
petitioners notice of the specific grounds 
proposed for withdrawal, r.n opportunity to 
present evidence shewing that they arc 
entitled to a hearing, and a hearing if that 
io shorn to bo required. 

If anything, the plaintiffs arc collaterally 
estopped frc:n trying to avoid by this extraordinary action 
the proccdurnlly correct final determination by the FfA 
as to the efficacy of Aleva ire as a fixed combination 
drug. 
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r.L.M"Ti:-T ca o;. r aim jkotcjal 
r::vir; or v;n. ;.cr::cv»:? action it; 
vn C”V.*Z*LJ£1 j_i z '' _ 

Finally, pluir.tiffa cornel-obtain Judicial rovio; 
of the iir.c.;:c" 1 a action at this tire because they h?va 
failed to exhaust their ndr.inistrative r>v: odies. It in 
well settled that, with narrow exception, the federal 
courts will not interfere with nr sdrinistrative proccfidinr 
or Investination and will first require the exhaustion of 
administrative rer.cclica. M.*7. Da vis & Co. v. Cohen , 

2 $6 F. Supp. 126 (o.D.N.Y.) r. ff'd . 3^9 P.2<1 3^0 (CA 2 
1966 ); i hansor . i M cKinnon y. fecuri t f.es end E x change 
Coralssl on, 26G F. Cupp. 11 (S.D.H.Y. 19*7). The 

4 . 4 , *1 . u . t. 1 .. .1 i.t. ^ ^ .» - ^ 1 . — # M .. V.. 4 .U - 

X Cl O -XV4# AUXV UWilJ.(JU Wl-t-O JU it .1.0 C*xt 1.1 x,|f CM/U V*V V.I l^Jf OiiW 

Supreme Court in Air craf t S Die sel Com , v. liirach, 

331 U.S. 792, 7C7-C3 (19^7): 

"The doctrine, a ;h or ever applicable, 
does not require n'.erely tho initiation of 
prescribed administrative procedures. It 
is one of exhausting then, that is, of 
pursuinr then to their arrronrinr.o o'aa clu - 
sfoiTtlVjj_cr,;'Vc~x*~r,iveI:-7, _qf awa 11i}»r -ci y.ir 
finf; i 7 r»t~c(-/..pi.: 
ventior. . > 
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decision with t. c-ir own 

• • . uO ’.l r ) ' not onlv t.'GUld cc tr' V." ■> 

tho Mil of Cca -rare :.r. a : -m-< ** 

ivotrI«tir.. T or Utferrirf Judicial actior. 

!>• 5'it.r.. r«; 31 Cy th- cor -re j-.lr.wi 

rdt'ir.istrntlva c^tJrrinut Io :i .•’ 

To dele, p2;.i>,tIITs have net cub~.itt*.i any ovMet.ee in 

ourr^rt of f^r 1 . ^^.. . 

* *• - -*•• ** 1 i:. cru! r cro i* xort" %, v i 

t,,w *' ,f v<iCy ^ hro nct V ut rendered rr. orJur i/ithdrei;«w; 

the." upur. I '3 < *• < r/ t.*»< i- .. i . , . 

*• J Circuit held in alrilnr cir- 

cnnt.'r-ctc in orford v. Associati on. 

375 P. ?d 6-;i, 6^3 (CA 7 156?) ; 

•'Only after action by the FDA is court 
-rprorrinte *rd provided for by 
ct?!tytc * ^ ^ 5355(h)'* 

Vhft court then wont on to afflrn tho district court's 
faction in discussing that suit for an Injunction. 

to'cji had tho nrcncy taken final action, there 
Id substantial doubt that plaintiffs ero proccedin/? in 
tho proper forun. Under PI U-S.C. 5355(h), Judicial 
review of acenoy action withdrawing approval of a 
dru c r.ay be had only in the Court of Appeal*. Thus 
the proper procedure in order to secure the injunction 
I 2 .-at. ffo ovCk C/.n only be obtained by applying to the 
Co... t of Appeals for a stay pending review of any 
flr,?1 vit ^«wai order, if it is forthcerlr.f, aa HftfJ 
dcr.c In ^cricer^Cysjsn^id v. hie bard F. pj 
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.009 CCA l 3 971).«• 

Wm3 » in v ' <;v/ of the failure to c;:hr.ust and the 


L* °' :cr fcriy ' : > tJ *c* r.ovcrn. cnt would re coco t fully ;iur' 


r -ot only that the :.:otio:» for r.n injunction to c.onird bit 
tho.*/ t io ertoO It .tel f bo ui:?:.iicsod. 


* If plaintiff;* prevail rt the adninictrrtivo ''ev<-i 0 • 

courco, the need for court review in obviated. If [' *v 
lor;« nt the ndr inintrativc Jev*l, the Court 'of /.onaalcV-n 
7 11 -J Glr c ^r.I>i3, -tonether including the. cln'rn 
,tn th-3 action, Stated in another ray rlaintif j\; 
)iave an a.Uornr.to rereoy at law for this vary n liof. 
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pr.ATi:’x:”v nay:: tailed fo 
n:rc;:E--.v.*:T: yuan a rn -limitary 
t; :jl;.cyi: : y nio ur.D tecum_ 

The potar to prant a prolir iiviry injunction 
lica within the trial court 1 s dir,oration and is one which 
should: be sparingly exorcised. Doc t ot v. Im' rr. ndonc r 
S hares C oro. , 311 U.S. 23? (19^0); CVic-o?:or 3 Motors Cor”, 
v. Chr.v al or Corn ., 4 05 P. 2d 31 9 (CA 2), cert . denied. 

39 J I U.S. 999 (1939). Such an injunction, in sued as it 
ia prior to a trial on the merits, is o.n "extraordinary" 
and a "drastic" remedy, Ar.-r-ican Metropolita n Enter prises 
of Now York, Inc, v. Warner Lron. Un co rd, Inc. , 389 P. 2d 
903 (CA 2 I960), and should not be granted unless the 
movant curries the burden or persuasion hy a clear showing. 
D crrl r.an v. ! tort on, *151 F.2d 790 (CA 2 1971); Robert U . 

Star :., Jr. Inc, v. Nov; Yor) : S tock F xchanre, Inc. , { \G6 P. 

2d 7^3 (CA 2 1978); Popp v. Franklin National hank, h 6 T 
F.2d 873 (CA 2 1978). The elements which made up that 
burden are n^nerally: (a) the probability that the 
plaintiff will succeed on the merits, Ha milton V iat el 1 C o. 
v. nenrus N atch C o., 206 I’.2d 738, V\0 (CA 2 1953); (b) 
that the damage to the plaintiff in the absence of an 

injunction outweighs the foreseeable harm to the defendant, 

/ 

Pe nn GM vo niai nr-: Co. v. Lukcns Stool Co. . ii68 P.2d 1021 
(CA 3 1978); (c) that unless the injunction issues, plaintiff 
'■HI suffer irreparable injury, for which be has no 
adequate remedy at law, Droyxi__v. Cl t ote , it 11 u.S. H 52 (19/j). 
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Frisch: -:n v. lum-nd, 3*30 F. Supp. 79 (D.C.II.y. 1972); 
and that the nub] to interest will be served by the 
issuance of the injunction. Unit ed fi ts, te a v. 

330 U.S. 19^7). fee generally, Moore's Federal 

_ 

Tract icc-xr ln the instant coco it in clear that plaintiffs 
have failed to carry their burden with respect to there 
elements and that accordingly a. preliminary injunction 
cannot and should not issue*. 

(a) While the formulations of tho standard for 
demonstrating the likelihood of prevailing on the merits 
are legion, see II Wright u Miller, Fedora 1 Proct.1 c-.e* 

« Procedure 5 29 ; !3, n.^l, the most common standard 
requires a showing of a "reasonable probability" of 
success. Without laboring the point any further, tho 
proceeding discussion of the merits of this case demonstrate: 
not only that plaintiffs have net shewn such a probability 
of success but rather that they do not have even a 
reasonable possj blll ty of success. As the govern ent 
has shown, plaintiffs claims are founded upon a fundamental 
misreading of the opinion of the Court of Appeals, an 
erroneous reading of the applicable statutory language, 
and exhibit a failure to exhaust administrative remedies. 

On the strength of that showing alone, relief should bo 
denied. 
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Plaintiffs in the memorandum claim that 
they will suffer Irreparable pecuniary injury and 
damage to the reputation of the drug if an injunction 
does not issue*. The government of course acknowledges 
that the ultimate withdrawo.1 of approval will undoubtedly 
cause i ;on at ary damage to the plaintiffs. In response* to 
thin, several points boar mentioning. First, any harm 
to the refutation of the drug which is likely t > result 
from such action has in fact probably occurred already, 
and cannot bo avoided or substantially mitigated now. 

More importantly, however, there is precedent for holding 
in such approval withdrawal cases, that even though the 
denial of an injunction or a stay will cause irreparable 
harm, where there is little likelihood of prevnalire, on 
the merits'ta challenge to the Commission’s Order, no 
such relief will be granted. Thus, in A merican Cynn inlO 
v - Rich ardson , F. 2d f,09 (CA 1 1971), when plaintiff, 
using the proper procedure, sought a stay from the Court 
of Appeals pending review. Judge Coffin wrote: 

I therefore conclude that Loderle’s 
chances of prevailing on the merits are 
not so substantial as to justify my 
granting a stay pending review. While 
the loss to be suffered in the interim 
may indeed be substantial, 1 a]so note 
that all products competitive with Ach- 
rccidin whose manufacturers have ac¬ 
cepted the final order will bo removed 
from the market as of Its effective date*. 

Sco also Upjohn v. F inch , supra at 990. Here too it has 

been demonstrated that plaintiffs chances of prevailing 

on the merits are slight. 
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Third, it boars repeat inf, that plaint 11 *. bu\c 
an adequate and proper remedy reliable to then nt lav, 
narwly, nn application to the Court of Appeals for a stay 
pondin,- review, ns see* in both the 

and In the Unjohn cane. Their expected response, that 

even to await the outcome of the administrative proceeding 

would result in irreparable injury, has previously boon 

rejected by the Court of Appeals in 12-- 

v . Mailonno, 196 F.2d 336, 3137 (CA 9 196*3) —--~ 

3H5 u.S. 932 (1953) when it held: 

'‘Great emphasis is laid on the ihJ^ry 
to .. [plaintiff] ... that would result 
from pursuit of the tendered aumiri-strative 
remedy, but this concept runs counter to 
,.-»n orl rule that no one o.s 

^ - .■ . ., * n . o r*~-Y* r * o, . m roccd 

_i- 4 s\ r-\ 4- r\ imr r* > >* I IV* i •<-'1 xk/L ^ ~ 

or"threatened injury until the prescribed 
administrative remedy has been oxoaust , 
and this is true thoutfi carted 

(as hero) that the mere holdj.nr, of tin. 
prescribed administrative hoar: n;: would^ 
result in irreparable ucimar.c. o0 ® hTA-rf 

v. hot hi eho m Khin huil dlni^C oyrw., *’ 0j r . l, A ,> * 

Corp., 3?-7 U.S. 3-ib, > S^j ; • •’ 

V II s hoord of Tar. Anneals, .-’70 u.o. l-W > 

t;.—~ r- ,v .^FTy^r-u^vCsoion v. Arkema^ 

Power .* T,i; h_t_ co^, j30 U.o. >-U ... 

(15® at 300-3C1). 
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Finally, it in submitted that such injury 
an will result is not reason enough to issue a preliminary 
injunction not only because of the unlikelihood that 
plaintiffs can prevail on the merits, but also when the 
public interest itself is considered. 

Plaintiffs bithely assert in their memorandum, 
that because there is no issue as to the safety of 
Alevairc, the public interest not only would not be 
Jeopardized by the erantin /5 of an injunction but would 
be served by helping to retain on the market their 
efficacious drug. Plaintiff thereby totally ignore the 
public interest in the removal from the public market place 
of ineffective drugs which prompted Congress to amend the 
Federal Food, Drug, and Cosmetic Act in 196 ?. See 
particularly S. Rep. No. 17^, 87 th Cong. Sens. (1962). 
Not only does the continued sale Of such drugs result in 
a fraud upon the public, bilking them of untold thousands 
of dollars, but also may threaten the health of many 
citizens genuinely in need of medication who are duped 
into purchasing and relying upon a drug which the FDA 
has determined to be ineffective. As the Senate Report 
on the 1962 bill itself stated: 
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T-'.-.'yJ 


r - T l ,1 * v 

i ^ —• • * • • • •'.I *.»•*.. * i . • . V> •. I • 

» . .Z «.«; v — j . «w . . . ‘ ~. - x • v; .. v >. \*Z U r 

*• • y \;.-H L • yes '-iti Vi. - 1'• ' to t*v'** 

1 Vs;, . •} i * u .;. VI ■ v * , • • ** f ' A ^ 

u • / f - J »-\ • — — • t — v- — • * # j. ;.jf —. ; ^ .■ v * 

nn cli-vT h r-f f\: e t i vr- .*;•» rrcLio*. 

S;» c*v.’*c'jr J. < ry f-- el ti.-.t nTmlly n 
cor.; 1 w- ] c:*!-•*»J r.lr. j l?c-.‘n 

* •.. ' # — % » »\ / ' * * ~ 2 V • * * 7 ^ v ^ ’ * v ■» 

dm If. put on tb..- t r.ni •. .or v? ovr- 

^ , j' oo, .. r “; * '* 1 * f . , * • • ' - v . * t • » -i- 

4 > l > • * » ^ 1 * >».* M ’ ^ % *• V *. ' 9 4 + m% • »• V •'» *“ -J I » - » 

t J • ' 4 , ...L l J, j.'’ V .... % u,0 4 » t.'.iw « . ; s • ..i! iC l , 

frlls ccrZm.zl? short of its clilrr . * : 

Senate r-opcn'l fit 37. 

/*» the Co. ; isuienur of ilcnlth of thr. LV.: York L^; '•et: :: 

of health r.l -..loo in the Conrres; icr ai Record: 

•‘In short, the phynicir.r. ic LonL'.r-J*- 
tJ vith uodtetivo rdvi-rtisin'; vhioh 

Cr ^ j: f- »• * , ^ 1 j *' 4- %- »♦ <• S / k’ ^A 1 .* f* yv .«f- V* 

l U - *« l* t V '» J. Jk V* * V w 4 J V > 1 s. ►.» i. w V) U* l| | 

mJ nothin;* but the truth. 

,! Thtn often r.inlei-i! ki*3 into pre** 
cerL'otr.r: u nev evv:; v:ithout r'junto 

« m r!»* ^ /> X ^ v*- «n- - ^ 4 - ^ v - A n ♦' / #< /• r- 

eifclc* riRe t f.votn ?n.O V• • .uJo* Vj£:£. 

cnv_ soll'l c.binto.-.l t,-vlerr.ee ri t tho Lrur 
-lliVv£-"r'£2''“*•"*-'v5n ”r.c"*'fv : 'C.>“a»' ’Vno’ 
Oliver tine:-3 cl.ui'3» It in not nuffieiont 
to er.y ti.ut f.omi. Irr.r in »or.e i-rck Leo'., 
presently forbic'.s r:ore of th-cno practice?. 
Leri' 1 before revc-vn.v?r.t«1 authorities ere* 
in a position to prove the illvclity of 
theso practicot; unu pc-t th.e cur.bor-sor-.o 
lcr.r.l r.r.chlncry into r.ction. an l rerovs 
the tlruh from t!ie rari.cl, r\v, v-: hr.y:.. 
fcter. done h £ 6 . 103 Cor.cT'Tfc'T. IW'S'j 
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v f '~'V 

It is therefore abundantly v 1. n r that there* arc 
substantial public interests, both financial and 
medical, militating against the issuance of the 
requested injunction. 

The burden on plaintiffs resulting fro; i 


the denial of this motion, moreover, arc of little 
consequence beyond the aforementioned pecuniary 


losses, particularly since they nay. following the 
withdrawal order, simply apply to the Court of Appeals 
for a stay of the Commissioner*s order pending review. 

Also, it must be noted that the FDA Is 
presently operating under an order issued by Judge 
Bryant in the District of Columbia. In that cano, 
the Court, concerned with agency efforts to afford 
drug manufacturers additional time in withdrawal 
proceedings/ordered a strict timetable into effect 
to insure that these drugs were promptly withdrawn 
from the market. In balancing the competing interests 
at stake, tho Court observed: 


Because the FDA has responsibility 
in matters which directly and literally 
affect the nation’s health and welfare, it 
is one of the most important of all Federal 
regulatory agencies. Its enforcement 
stance must be well balanced, but never¬ 
theless effective. A timid approach can 
vitiate whatever protection the Congress 
has created for tho consumer. On the other 
hand, an overly zealous approach can ruin a 
drug manuf: cturcr by destroying public 
confidence in its products. Thus, It is 
understandable that the agency might have 


T r r .4 x. A 

JJ ; , X is ^ - 1 uv’ 

who must c 
ments, and 
necessary 


concern for drug ; "nufacturcra 
o;ip3y with new statutory require— 
surely the or.cstion of tlno 
to adduce new’evidence of ef- 


~l| 0 - 
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f-c.uey Xts an i:-portent cor^MciMt^on in 
£S*£r,•» ^lni=tr at !vn C cbo»-?w 
* of the cfatutc. 

. Ho’"ever, the FDA must rc^rhor 
Umt t coos not stand alone in th ’3 

SS'&a th " &£«., 

allcireq a two-yor^ r^tc^per'oj 1 ^^ “ d 

C [!h n<irK:!nts ' l,e *® to ‘^coiie of- 
I .-hen, an in the con- h-^e t-h„ 

" JO ‘ ,n rn av.-aronesn of a 
• IJ ' ^ Ha;; acted accordingly 
Bocr.a in- nnror»irt^ fn-» ™ :" ri ^■■-'•> » 

adopt procedures v/hi ch 
periodf.P beyond t! ™ bylhe 

~t«.tuto, and v.’nich effective]u aijv i-- 
plonor.tr.tion of the Coiirroo-^orp 1 ■ 

both <,r "S s in thc; marketplace"'!^ - 

hjth wefe and effective. 

L'kr Acsr u V. Vgnenan . 3 ; i9 P. Cupp. 

1311 (D.D.C. 197P ),A similar concern for the public 
welfare is obviously present in those proceeding. 

a. • 

..* uuuo *' b are v;ul K he « together, it seomo 

abundantly Cl ° Dr thot plalntl 'f" have failed to demonstrate 
their entitlement to this extraordinary relief, particularly 
in Vie,, Of the extreme unlikelihood that they v;ili prevail 
on the merits, the substantial public interests aeainst 
the issuance of this injunction, and the availability of 

an adequate and roadilv , N - 

uUily avallable remedy at law. Accordin';- 

ly, it is clear that the motion for a preliminary in- 

Junction muet be denied. 
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Ther.o proceedings involving the PPA'n 
attempts to withdraw approval cf Alovnlro have 
now lasted some five ycai’3. For all but a few 
brief periods, plaintiffs have nano pc-d to hoop their 
product on the ir.ar]:ot despite the FDA’s determination 
in 19^9 that it was ineffective. The government 
readily concedes that these proceedings have tah.on 


longer than is usual in such cases at least in part 
due to administrative errors by the agency itself. 
Without in any way attempting to excuse those errors, 
it must be pointed out that the program undertaken 
in I960 pursuant to the 19C2 amendments to the Act 
is a complex and comprehensive one, during v-hich 
some such errors must Inevitably be made as 
procedures are refined and standards set. 

Throughout these proceedings, however, the 
agency has consistently attempted to get plaintiffs to 
undertake one simple series of tests, namely to test 
tho active Ingredient or ingredients in Alevaire 
against the vehicle solution. The reason for this 
lu obvious. If Alevaire is no more effective than 
that solution despite the active ingredients, the 
public should not have to pay extra for such a 
product and should not bo duped Into accepting a 
less effective product making false claims. 

Whatever the past defects In notice or in complaince 


with agency procedures 


the agency has been insistent 
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on this one demand. Donpitc this, plaintiffs hove 

studiously avoided under talc inn any ° uch 

ool ,e four years now. VJhen finally confronted with 

proper notice and the agency finding, plaintiffs 

are no;; forced to resort to this diversionary action 

for it is clear that they have either not r.anarcci 

to conduct any such studies or, if they na 

fchcu , f .re not willing to publicise the results. 

It is respectfully submitted that the 
plaintiffs motion for the extraordinary relief of 
a preliminary Injunction must bo denied. 

Respectfully submitted, 

rAUJLf if . oujmrwi ^ . 

United States Attuiney i or 
Southern District of Lev; Lor/. 
Attorney for Defendant 

I \ fv 

Lv^ 

•HIft SIEW 



i : 


Secant United States Attorney 


-Of Counsel, 


I 
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UNITED STATES DISTRICT COURT 
SOUTHERN DISTRICT OF NEW YORK 


STERLING DRUG INC., WINTHROP 
PRODUCTS, INC. and BREON 
LABORATORIES, INC., 


Plaintiffs, 


CASPAR W. WEINBERGER, Secretary 
of Health, Education and Welfare, 
and ALEXANDER M. SCHMIDT, 
Commissioner of Food and Drugs, 

Defendants. 


74 Civ. 4282 (LWP) 


PLAINTIFFS' REPLY BRIEF 
IN SUPPORT OF MOTION 
FOR PRELIMINARY INJUNCTIO N 

Plaintiffs submit this brief in reply to the piece of 
fiction which has been submitted by defendants in opposition to 
the motion for a preliminary injunction. If the issues were not 
so serious we would be more inclined to treat lightly this latest 
attempt by defendants to justify, somehow, their inconsistent, 
inaccurate, illegal and wholly indefensible record in this matter. 

But, after six years of arbitrary conduct by an agency 
determined to cover its mistakes at any cost to the public or 
plaintiffs, we have lost our sense of humor. We submit that it 
it time to call a halt to agency action which cannot bo justified 
by law, science or the public interest. 
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I. DEFENDANTS MISSTATE THE ISSUES PRESENTED 
TO THE COURT OF APPEALS AND MISINTERPRET 
THE DECISION OF THAT COURT. 


Defendants' memorandum is remarkable in its failure to 
describe the evidence and issues before the Court of Appeals and 
in its misinterpretation of the decision of that Court. 


1. The Court of Appeals Decision is Final on the Issue of 
Whether Alevaire Must Be Tested Against its Vehicle. 


As defendants concede, the NAS-NRC panel which reviewed 
Alevaire found "there was a l£ick of evidence that the active in¬ 
gredient in Alevaire, tyloxapol, was any more effective than water 
in thinning secretions in the lung." (Def. Br. 8). It was in 
response to this report, as concurred in by the FDA, that plain¬ 
tiffs commissioned two new clinical trials to test the precise 
issue raised by the panel and Agency. 

In June, 1970, the studies by Drs. Miller and Paez and 
Cohen were completed and submitted to the FDA. With FDA's advance 
knowledge, the studies compared Alevaire to water and saline. 

These controls were employed because they had been suggested by 
FDA and because they -were logical and proper in that water and 
saline are commonly used alternatives to Alevaire as niucoevacuant 
agents. The studies were adequate and well-controlled as defined 
by FDA's own regulations and they proved Alevaire to be effective 
as a mucocvacuant and more effective than water and saline. 
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Plaintiffs did not rest on their own opinion that the 
Miller-Paez and Cohen studies were adequate and well-controlled. 
Instead, they submitted those studies to a number of independent 
experts, "knowledgeable and experienced in the field", (Slip. Op. 
3126), from some of the leading institutions in America. Each of 
these experts then made affidavits attesting that the studies were 
adequate and well-controlled and proved Alevaire to be effective 
and more effective than water and saline. 


In September, 1971, the FDA issued a withdrawal order 
rejecting the Miller-Paez and Cohen studies as allegedly being 
not adequate and well-controlled. After plaintiffs appealed and 
filed their brief in the Court of Appeals documenting the fallaci 
ous nature of FDA's criticisms, the Agency moved successfully to 
remand the matter for further consideration. 

Over a year later, in March, 1973, FDA issued another 
withdrawal order which raised a new argument that the Miller- 
Paez and Cohen studies were not well-controlled because the only 
proper test would be to compare Alevaire against its "inactive 
vehicle, i.e., an aqueous solution of sodium bicarbonate and 
glycerin. 38 Fed. Reg . 6308 (Complaint Ex. 2).* Plaintiffs 


*Dcfendants 
since 1969" 


make the remarkable statement that "consistently ... 
the Agency has demanded that Alevaire be tested against 


its vehicle. (Def. Br. 18). Yet, the Com t of 
this theory surfaced "for the first time", (Slip 
March order and, of c urse, it was abandoned in 
order. 


Appeals found that 
. Op. 3127), in the 
the August 1973 
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promptly submitted a Petition for Reconsideration thoroughly re¬ 
butting this newly raised contention, as well an all others made 
in the March order. 

Thin, then, was the central issue before the Court of 
Appeals with regard to the March, 1973 withdrawal order. Contrary 
to the assertions in defendants' memorandum herein, the procedural 

issue of lack of notice was never raised concerning the March, 

1973 order. 

We Sui-mit that an analysis of the Court of Appeals de¬ 
cision makes it clear beyond the shadow of a doubt that the Court 
considered this issue, found that the FDA had conceded its position 
to be erroneous in this regard, and that the Agency had abandoned 
its argument and terminated its proceeding nsofar as they were based 

on the proposition that Alevairc had to be tested against its own 
vehicle. 

In short, it is simply an exercise in creative writing 
for defendants to argue that the proceedings culminating in the 
March order were dismissed on procedural grounds. (Def. hr. 24). 
The Court of Appeals certainly determined, on the express con¬ 
cession of the government, that Alevaire need not be tested against 
its vehicle and that the issues raised in the March order were 
conclusively abandoned by defendants. 

2 ' ? an " 0t AVOid thc? Rcs Judi «ata or Collateral Lstop.el 

Lffix t of the Court of ; _Appe als De cision. 

Defendants argue, on more technical grounds, that the 
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Court of Appeals decision as to the March order is not final or 
on the merits sint • the appeal from that order was dismissed as 
moot. The armament is specious since the defendants themselves, 
by revoking '.he March order and abandoning it as substantively 
erroneous, caused the matter to become moot. We note that the 
Court denied defendants' initial motion to dismiss the appeal as 
moot and thus preserved its jurisdiction to comment fully on the 
merits. In its decision, the Court made such comment and it made 
clear that the only mootness was in terms of the relief requested. 
The Court reasoned that since FDA had already revoked the March 
order and reinstated approval of the NDA's, it would be meaning¬ 
less for the Court to grant the same relief. (Slip. Op. 3128-3129). 


Where, as here, defendants by their own action in aban¬ 
doning the grounds asserted in the March order caused the dismissal 
for mootness, the law is clear that they cannot prevent the appli¬ 
cation of res judicata or collateral estoppel. 


Professor Moore discusses the issue in the context of 
appellate review of lower court judgments, but the principles 
are clearly applicable here as well: 

"If the appellant is responsible for the intervening 
change in the status quo that makes appellate review 
impossible, it is difficult to see why he should be 
regarded any differently from a party who, having 
lost in the trial court, has failed to take his 
appeal within the time allowed by statute. It would 
be quite destructive to the principle of judicial 
finality to put such a litigant in a position to 
destroy the collateral conciusivcncss of a judgment 
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by destroying his own right of; appeal ... And 
the same is true when the appellant, by conceding 
an issue in the appellate court, renders the case 
moot. Otherwise, any litigant unsuccessful in the 
trial court could deprive the judgment of collateral 
estoppel effect by appealing on two grounds, both 
necessary if the judgment is to be reversed, and 
then conceding one of them in the appellate court." 
IB Moore's Federal Practice, 1[0.41G(6], pp. 2327-28 
(1974) 


These principles were applied in this Circuit in C over 
v. Schwart z, 133 F. 2d 541 (2nd Cir. 1943) cert, denied 319 U.S. 
748 (1943). There, Judge Frank stated: 

"This case has not become moot because of inter¬ 
vening circumstances over which appellant had no 
control. ... For appellant, who asserted and 
tried to show infringement in the court below, 
so that there v/as a controversy before that court, 
in this court concedes that there is no infringe- 

. > •» - r a J. . .V> +- v-v n +- 4- hnrp i now no 

C. 4-*jr WV*.W.**W* Wk. « w t 

controversy. Although cippellee did not ask for a 
declaratory judgment on the basis of threatened 
suits by appellant ... nevertheless dismissal of 
the suit, as distinguished from dismissal of the 
appeal, might result in unfairness to appellee by 
subjecting him to other vexatious actions by 
appellant. ... Wo shall, therefore, merely dismiss 
the appeal, with the consequence that the judgment 
of invalidity made by the trial court will stand 
as entered." 

133 F. 2d at 546-547. 


Here, plaintiffs are in the same posture as the appellee 
in Cover v. Sc hwartz . Plaintiffs were perfectly willing to liti¬ 
gate the .issue of the adequacy of the Miller-Pacz and Cohen studies, 
but, when plaintiffs appealed to the Court of /appeals from FDA's 
order on those studies, FDA thereupon conceded that its analysis 
of those studies had been erroneous, abandoned the grounds 
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asserted in the March order as a basis for proceeding against 
Alovaire, and stated in the Court of Appeals that the adequacy 
and well-controlled nature of the Miller-Paez and Cohen studies 
was no longer an issue being contested by the government. 


Accordingly, the entire prior proceeding was termi¬ 


nated by and became merged in the decision of the Court of 
Appeals and was not, as the defendants now contend, merely an 
"unconsummated" proceeding. Defendants' new attempt to litigate 
previously decided issues represents the continued "unfairness 
to [plaintiffs here] by subjecting [them] to other vexatious 


action by [the government]" deplored by the Court in Cover v. 

Schw rtz, supra at 547, and should not be countenanced by this 

Court. See also Electrical Fittings Corp. v. Thomas & Detts Co. , 

307 U.S. 241 (1939). U.S. v. Munsingwear,In c . , 340 U.S. 36(1950); 
So. l J ac. Term. C o. v.~ iCC , 219 U.S. 498^ (191T) . 

3. Defendants in Effect Concede They Lack the Requisite "New 
Information" to Support their Fixed Combination Prop osal. 


In their brief, defendants' only showing of "new infor¬ 
mation" is their statement: 

"In the case of Alevaire, such 'new information' is 
clearly provided by the results of the NAS-NRC study, 
and by the agency's re-evaluation of that and other 
data resulting in the conclusion that Alevaire is a 
fixed-combination drug." 

(Def. J3r. 26) 


But that NAS-NRC report is obviously insufficient as a basis for 
the fixed combination proposal. 
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Defendants' mistake is in failing to separate the two 
distinct parts of their new proposal. We have never contested 
that the NAS-NRC report served as the "new information" required 
for the proceedings which began in 1968. Rut those proceedings 
terminated last May with the decision of the Court of Appeals 
and the report of the NAS-NRC panel was merged into that termi¬ 
nation. 

Thus, the NAS-NRC report cannot serve as the "new 
information" required for the fixed combination proposal. That 
is clear from the face of the report which makes no reference 
to Alevaire as a fixed combination. To the contrary, as defen¬ 
dants concede, that report considered Aievaire to have a single 
active ingredient, tyloxapoi (Def. Hr. 8). Moreover, since the 
NAS-NRC review panels themselves created the classification 
"ineffective as a fixed combination" (Slip. Op. 3130) prior to 
the date defendants set forth in their brief for the agency's 
formal promulgation of the combination drug regulations, it is 
apparent that had the panel considered /vlevaire to be such a 
drug, it would have labeled it as such. 

Defendants' reliance on Doll v. G oddard , 366 F. 2d 177 
(7th Cir. 1966) and Upjo hn C o. v. Finc h, 422 F. 2d 944 (6th Cir. 
19/0) is misplaced. .In Del 1 , the Court considered "an extensive 
re-evaluation, which drew together clinical experience in a manner 
not previously attempted ..." (366 F. 2d at 177) as meeting 
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the statutory requirement. Here, there is no showing of any 
"intensive re-evaluation ... of clinical experience." Rather, 
there in only the Agency's last minute about-face, on the heels 
of the Supreme Court's decision in Weinberger v. Hynson, Westcott 
& Dunn ing, 412 U.S. 009, 1973), from a theory which had been shown 
to be without substance, to a fixed combination theory which the 
Cou’-t of Appeals found unpersuasive. (Slip. Op. 3137). 

In Upjohn , the company claimed that the FDA had no new 

information or evid^ >cc before it with respect to the drugs in 

question. The Sixth Circuit rejected this contention, stating: 

"The record demonstrates to the contrary. At the 
time he revoked the certifications the Commissioner 
had before him the unanimous conclusion of thirty 

- -— J. — - — - - x. - — -i - 1 » i. --- i 1- . « • 1.1... 

t/.puj. i-_> Xli UU U XiilO. UiJJ. UX Lliciup v LiiU L )Jl- UUUC L rj 

in question are ineffective as fixed combinations." 

*. 422 F. 2d at 944. 

In sharp contrast, the Commissioner here has no experts or new 
data to support his proposal that Alevaire is a fixed combination. 
Upjohn hardly supports de*indents; rather, it demonstrates the 
lctck of basis for FDA's proposal herein. 

4. The Doctrine of Exhaustion of Administrative Remedies Does 
Not Apply 'Where Agency Action is Contrary to Law, Incon¬ 
sistent With A Controlling Statute, or In Violation of Due 
Process. 


Despite the defendants' assertions, the plaintiffs are 
not required to exhaust their administrative remedies in the 
case at bar. 
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At the outset, we note that a principal ground of our 
attack on defendants' proposal is that it is barred by res judi¬ 
cata and collateral estoppel. Obviously, it would be a total, 
perversion of those equitable doctrines if plaintiffs were forced 
to relitigate previously decided matters and then argue res 
judicata on appeal only.* 




Doth by attempting to relitigatc previously decided 
matters and in proceeding without the requisite statutory base, 
defendants are proceeding in violation of law. In so doing, they 
are subject to injunction by this Court, Leedom v. Kyne , 358 U.S. 
184 (1958). In fact, as far as it involves a construction and 
application of the term "new information", the case closely re- 



F. 2d 1155 (7th Cir. 1970). In Jewel , it was held that a district 
court could temporarily enjoin an FTC proceeding while the court 
decided a question of statutory construction concerning the scope 
of the Commission's discretion. 


Here, the question of whether defendants possess the 
requisite "new information" is particularly appropriate for review 
at this time. In the first instance, the lengthy history of this 
proceeding and the decision of the Court of Appeals raise serious 


*It is apparent, of course, that defendants, by the very act of 
bringing the new proposal, and by their answering papers, have 
determined that they arc not barred from proceeding. Thus, no 
relief can be expected within the Agency. 
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questions concerning the way in which the FDA developed its fixed 
combination theory. Moreover, if plaintiffs are forced to pro¬ 
ceed through a hearing, the Commissioner can then create his "new 
information after the fact. On appeal, the question would be 
whether the decision was supported by substantial evidence with 
the usual great weight given to "administrative expertise." 

The issue of whether there was sufficient "new information" to 
warrant institution of the proceedings in the first instance 
would be lost. 

Since Congress intended that no withdrawal proceeding 
be instituted without such "new information", and under the 
peculiar circumstances at bar, the question is ripe for review, 
and in the absence of such information the proceeding should 
be enjoined. 

A case in point is E lmo Division of Driv e-X Co. v. 

Di _ xon , 348 F. 2d 342 (D.C. Cir. 1965), where the court reasoned 
that an agency proceeding brought in violation of its own rules 
could be enjoined since it would be futile for plaintiff to have 
to exhaust his remedies before raising the impropriety of the 
proceedings. This reasoning applies not only to 'he "now in¬ 
formation argument, but, of course, to the res judicata argument 
as well. 


In sum, plaintiffs are not required to submit to illegal 
agency action before seeking relief.* 

*It is apparent that this type of relief is appropriately sought in 
this court. Defendants' reliance on 21 U.B.C. 5355(h) is misplaced 

sauce that section is applicable only on appeal from final with¬ 
drawal orders. 
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Alternatively, plaintiffs are entitled to proceed in 
this Court at this time to enjoin a deprivation of their Fifth 
Amendment right to Due Process. Defendants' illegal proceeding 
to withdraw existing approvals of plaintiffs' new drug appli¬ 
cations constitutes a deprivation of a property right in violation 
of due process. F ay v. Dou ds , 172 F. 2d 720 (2nd Cir. 1949). 

And plaintiffs are entitled to relief from being forced to the 
time, expense and notoriety of litigating in a clearly illegal 
administrative proceeding. See Pub l ic Utilities C om m, v. Uni ted 
Fuel Gas Co. , 317 U.S. 456 (1946). 

We submit that the doctrine of exhaustion of admini¬ 
strative remedies is inapplicable here and that the Court can 
and should properly exercise its jurisdiction to enjoin improper 
administrative acts which have and are causing grave and irre¬ 
parable injury to plaintiffs. 

5. Judge Bryant's Order in American Public Health Association 
v. Vcneman Ts Not Applicable to this Proceeding ._ 

It is not clear why defendants cite and attach to their 
papers the order of Judge Bryant of the District of Columbia in 
American Publ ic Health Ass'n v. Vcneman , 349 F. Supp. 1311 (D.D.C. 
1.972) . 

In a telephone conversation on October 9, defendants' 
counsel relied on this decision as barring plaintiffs' request 
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for an adjournment of the October 15 filing deadline until, if 
necessary, 30 days after this Court rules on the preliminary 
injunction motion. It would appear that this reliance is mis¬ 
placed since, as the reported decision makes clear. Judge 
Bryant's order was in the general context of FDA's failure to 
release and implement NAS-NRC reports. Clearly, the decision 
and order arc not applicable to Alcvaire since, four years 
earlier in July 1908, FDA had released the NAS-NRC report con¬ 
cerning Alevaire and, by August 1972, had already issued the 
first of its withdrawal orders. 

In the current circumstances, where there have been 
three withdrawal orders and a fourth new proposed withdrawal, 

» we would think defendants would agree that they are not Dounci oy 
Judge Bryant's order in this specific case. 

In any event, the order by its terms apolies only to 
administrative adjournments by the Agency and clearly is not 
binding on the power of this Court to grant whatever equitable 
relief it deems appropriate under the facts at bar. 

6. The Grant of a Preliminary Injunction Is. in the Public 
Interest. _ 

Defendants concede that Alevaire is a perfectly safe 
product but argue, in typical fashion, that: 
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"Not only docs the continued sale of such drugs 
result in a fraud upon the public, bilking them 
of untold thousands of dollars, but also may 
threaten the health of many citizens genuinely in 
need of medication who arc duped into purchasing 
and relying upon a drug which the FDA has deter¬ 
mined to be ineffective." (Def. Br. 38). 


In response to this bombast we note that Alevaire is 
sold by prescription only and primarily to hospitals. In addi¬ 
tion, its basic effectiveness has never been questioned; the 
only question has been whether it is more effective than the 
bland mucoevacuants such as water and saline. The Millcr-Paez 
and Conen stud-.es in fact proved it to bo more effective than 
saline and v/ater. Thus it is the government here which is 
attempting to remove from the market and deprive patients of 


j 1 .. ....... • r r i _• _ _ _ , 

u&it, juuou ^ x. x. c-c. -l v juacuc vabuaii t 


avanauit: • 


Moreover, despite defendants' current rhetoric, twice 
before when plaintiffs appealed to the Court of Appeals, the 
Agency voluntarily granted administrative stays pending appeal. 
Those administrative stays, of course, came in the context of 
appeals from final orders of withdrawal where the Agency had pre¬ 
sumably reviewed the evidence and made a considered judgment. 

Here, there is only a proposal to withdrav/al, yet somehow defen¬ 
dants' view of the public interest has changed. This is hardly 
surprising in view of defendants' record of inconsistency through¬ 
out these proceedings. 
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We submit 

public interest here 
market. (Slip. Op. 
be granted. 


that, as the Court of Appeals noted, the 
lies in keeping an effective drug on the 
3134-3135, n. 13). The injunction should 


Respectfully submitted, 
ROGERS HOGE 6 HILLS 
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uuithd states district court 

SOUTHER. 1 DISTRICT OP UEU YORK 


STERLING DRUG ISC., WIUTI1ROP PROD¬ 
UCTS, ISC. and ERROR LAHORATORIES, 

ISC. , 

Plaintiffs, 


v. 


CASPAR M. V7EI JBERGER, Secretary of 
Health, Education and Welfare, and 
ALEXANDER M. SCHHIDT, Commissioner 
of Food and Drugs, 

Defendants. 


74 Civ. 4202 (LWP) 


STIPULATION 


IT IS JIBItKBY STIPULATED AIID AGREED, by and between 
the parties hereto by their respective counsel, that the time 
in which plaintiffs nay file the data, information and 

I analyses on which they rely to justify a hearing regarding 

|j 

l'Anfr>YsX 1 r*r\ h 3 ♦- *1 c*A Onnor f nn i f v for 

Is**-- 

II 

Hearing on Proposal to Withdraw Approval of Hew Drug Applica- 

I 

tions," 39 Fed. Peg. 29013-29014 (August 13, 1974), be and 

■hereby is extended from October 15, 1374 to 3.5 days after the 
• 

Tiling of the decision of this Court on plaintiffs’ motion 


for a preliminary injunction herein, in the event said motion 
be denied in whole or in part. 

ROGERS KOGE U HILLS 


i Si £/>l)?K£o: 

o 

_.^JL /y cy.A _ 


hy :L^2 _ yi’J'-lyy (___ l 

Attorneys for Plaintiffs 
s/o Par). Avenue 
Pew York, II. Y. 10016 
(212) 953-9200 

PAUL J. CURRAil ! 

United States Attorney for the 
Southern District of Hew York 


. \ / i 

AnbTsVant Uni'to J'TCit-fsTXttornoy " 
Attorneys for Defendants 
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Till) CLERK: Sterling Durg, Inc. ct ol versus 


Casnar V.'. Weinberger, Secretary of Health, Education and 
Welfare et ano. 

Is the plaintiff ready? 

MU. WEIGEL: Yes, your Honor. 

THE CLERK: Defendant ready? 

MR. SIEGEL: Yes. 

THE COURT: Appearing for the plaintiff 

froil tne firm of Rogers, Hoge & Hills is Mr. Weigel, Mr. 
Swire, Mr. Doggan, and appearing for the defendant Mr. 
Siegel and Mr. Springer. 

MR. SIEGEL: Yes, 3ir. 

THE COURT: And seated with you is who? 

MR. SIFPERT: Mr. Siffert. 

TIIE COURT: I understand that botu sides here 
agree tnat tnere is no need for an evidentiary hearing 
and that this can be disposed of by oral argument. 

Is that correct, Mr. Weigel? 

MR. WEIGEL: Yes, your Honor. 

THE COURT: Mr. Siegel? 

MR. SIEGEL: Yes, it is. 

THE COURT: Perhaps, then, we can proceed more 
expeditiously if the application here is consolidated 
with trial on the merits pursuant to Rule G5. 


south! ><H MSi KiC r count m ho kt i ns. u.s. counniousr 
roii v ■. ;uAnr, *it:f. yohh, h.y. to / < r eo 
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Is that satisfactory? 

HR. SIEGEL: Yes, it is. 
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Lot me see if I can briefly summarize tlio history 
behind this cane and then against tnj.s 'backdrop counsel 
can make tlieir oral presentations. 

I would like to indicate at tne outset that 
this history has boon adopted from the recent Second 
Circuit opinion dealing with this matter. 

It appears that a new drug application, a PDA, 
was approved for Alevairo, the drug here in question, 
in 1052 uy the FDA. At that time, under the controlling 
statute, that is, the Federal Food, Drug and Cosmetic 
Act of l‘J38, only the safety factor was considered. 

In IDG2 the Act was amended to allow the FDA 
to remove drugs from the market if substantial evidence 
was lacking that the drug was effective for its intended 
use. To comply with this legislative mandate, the FuA 
retained the National Academy of Sciences, National 
Research Council, NAS—NRC, to review the effectivenoss 
of eaca drug that had been approved up until then. Such 
a study was undertaken of Alevairo and the NAS-NRC concluded 
that the drug was ineffective for its intended use. 

The FDA concurred with this finding. 

On December 1, 19G9, the FDA published a 
notice in the Federal Register announcing its intention 
to withdraw its approval of the drug. Apparently it 


Sinn Menu nisi f.tci count neronti ns. u.s. couhtiiouol 
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based its conclusion that the drug was ineffective primarily 

on tiic criticism of the NAS-HIIC that Alevaire was no more 

effective than *-’ater. 

To refute this finding and to support its 
request for a hearing, the plaintiffs submitted two studies, 
the Miller -Paez study and the Cohen study. The former 
compared the drug with water and saline and the latter 
compared it v/ith water alone. Doth studies concluded that 
Alevaire was an effective muceovacuant. 

On August 27, 1971, the FDA denied a request 
for a hearing on FDA's findings that those studies were 
not adequate and well controlled as defined in 21 CFll 130.12 
section a ;>x . .simultaneously, the FDA withdrew its 
approval of the drug. Thereafter, the plaintiffs appealed 
pursuant to 21 United States Code 355(h). 

While tae appeal was pending in the Second 
Circuit, the FDA terminated its order and moved to remand 
the case to the FDA for further administrative proceedings. 
The remand was granted on January 11, 1972. 

On March 2 , 1973 the FDA issued another order 
which, again, denied the request for a hearing and withdrew 
approval of the drug. However, this time the FDA indi¬ 
cated til at water was not the pronor control v/ith which to 
compare the effectiveness of Alevaire. In its opinion. 


soutmchn dist mct count hi corn rns. u.s. count mouse 
rovcv ; r .u ame, nr« YOl.n. h.Y. CO 7.4 iso 
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tjtjv; 


tine proper control was stated to be Alevaire minus tyloxapol 
Prior to this tine the FDA had indicated that either 
water or Alcvaire minus tyloxapol would bo a proper 


control. 


Plaintiffs requested a reconsideration of 


this order and also filed an appeal of the order. 

On June 14, 1973, the PDA again terminated 
its then latest order and reinstated approval of the 
drug and tiie FDA also moved to dismiss the appeal from 
the ilarcn 2, 1973 order. 

However, while a decision on its motion before 
the Court of Appeals was pending and even before oral 
argument was held on its motion, the FDA, on August 7, 
1973, again issued another order denying the petitioner 
a hearing and again withdrawing approval of the drug. 
However, this tiire the FDA claimed that Alevaire was a 
"fixed-combination" drug within the meaning of 21 CFR 
3.UG. Accordingly, the FDA maintained that in order to 

support the effectiveness of tne drug, studies had to 

. ! r> ’ [■ ' *' 

, '.2 ' C / f ^ 

be made as—receiving the "contribution each of the tliree. 
components of Alevaire makes to the claimed effectiveness 
of the drug." 

Plaintiffs appealed this order. 

The appeals from the ilaroh 2nd and August 7tn 


SOUTHLIOf 015’. ICT COURT Rll'ORICRi U.S. COURTHOUDF. 

roi.r.y vmmre. hew vork. r.y. co 7 «ao 
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orders v/ore consolidated and on May 2, 1974 the Second 

Circuit rendered its decision. It dismissed the appeal 

from tile March 2nd order as moot and it set aside the 

August 7th order and reinstated approval of /vlovaire. 

On August 13, 1974, tne FDA published in the 

Federal Register its intention to withdraw approval 

of the drug on two alternative grounds. First, treating 

Alevaire as a single entity drug, the FD/k maintained 

that it must be compared with its own vehicle, that is, 

a solution of two percent sodium bicarbonate, five percent 

glycerin and ninety-three percent water. 

Second, treating Alevaire as a fixed-combination 

rl c »i i r' o li 4- ^ <■% #-.«•,» *- \ i ♦-< 
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to tiie overall effectiveness of the water, the bicarbonate 

r C' 

and the tyloxapolcand glycerin would be added to all 
tiie respective control groups. 

Plaintiffs were given until September 12, 1974 
to file a notice of appearance and reguest for a hearing, 
and until October 15, 1974 to furnish the FDA with the 
necessary information supporting tiie request for a hearing. 

On Auqust 15, 1974, the plaintiffs sought to 
have their time extended, but this request was denied. 

On September 10, 19 74, the plaintiffs requested 
a hearing cm the matter. However, the data to support 
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this request, it is my undcrs tonding, has not yet been 


3 

provided to the FDA. 


4 

This summary, I think, brings us to the 


5 

present action. I wonder if there are any corrections or 


6 

modifications of this statement as I have made it: 


7 

MU. WEIGEL: Your Honor, in requesting tne 


8 

hearing in September under the August 13, 1974 order. 


9 

I would like to point out that we did so without prejudice 


10 

to our bringing this action. 


11 

T1IE COURT: All right. 


12 

MU. WEIGEL: We did not acknowledge the 


• 

t 

DronrictY of the withdrawal order. 

i 


14 

THE COURT: All right. Any tiling further? 


15 

All right. If not, I will hear argument from 


1G 

the parties. First the movant. 


17 

MR. WEIGEL: If it please the Court, your Honor, 


18 

when the Court of Appeals consolidated the two order.'-, 


19 

the so-called March order and the /^ugust order, I think 


20 

it is important to see exactly what the Court had before 


21 

i t. 


22 

It had the Marc-h order, which was based on the 


23 

adequacy of the tests that the plaintiffs had performed, 



that is to say, whether or not water and saline were 



proper controls inasmuch as they had boon mentioned by 
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the NAS, the FDA had concurred with them. That issue 
was very definitely before the Court. 

The Court refused in the first instance to -- 
well, refused to permit the FDA to witndraw the order 
and dismiss the.appeal until after it had actually 
ruled upon it. 

Now, granted in its opinion it did state that 
that order had become moot, but it became moot only 
because of the affirmative action of the government 
and I do not believe that the government, and it is quite 
clear, may not avoid the effect of res judicata by its 

Own cl Liii j!iri Lx vh hcH on v/fnrrh CO!*.V3 r.;CCt. 

The Court said it was moot because we had the relief 
v/hicn we had sought. 

In our briefs we point out that Profes.sor 
Moore has a good discussion on that very point where 
one nimself has caused something to be moot that it 
cannot avoid res judicata. 

It is quite clear here since this very issue 
comes up as part of the most recent August 14 order was 
involved, it was for all purposes litigated, the plain¬ 
tiffs herein were ready to go forward on that natter and 
the government withdraw it and, in effect, frustrated us 
from getting an adjudication on the merits and I think 
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they are clearly bound by that as far as that is concerned. 

The August order, which was based upon tne 
combination theory, the Court dismissed that because of 
failure to give the plaintiffs herein proper notice of 
tiie theory. As they pointed out, this was, you might 
say, a last minute change that had been occasioned by 
the Supreme Court's decision in the Hinson case, wherein 
it became very clear that the Food and Drug Administration 
could not succeed on its first theory and they nad to come 
up with a new theory, and they did come up with an 
entirely new theory which had never been mentioned at 

x. i { rt i-Vi r\ vnAllfl 1*) 10 COU IT t f G 11 # 1FX 

uiijt *-*• * r* -* 

effect, that this arbitrary switch was not proper since 
we had no notice. 

Now, the Court did say that there appeared to 
be little in the record to support this new combination . 
theory, and I think we must bear in mind that part of 
tiiat record on which the Court of Appeals commented 
included the NAS-MIlC report. That is the only new 
evidence or new information which was available to the 
government to support either its March order or its 
August order, and in the present order the government 
concedes in its brief that the now information which is 
a most important and critical statutory prerequisite to a 
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witndrawal proceeding is that there be nev; information. 

» 

Nov;, the only nev; information that has been 
available to the government lias been that NAS-NRC report. 
That NAS-NRC report did not mention tiie combination 
theory. It made it quite clear that Alevairc was a single 
ingredient drug in a vehicle. So, in effect, that nev; 
information has been the subject of litigation which 
was resolved in favor of the plaintiffs and neither., eon 
it no longer, naving >4! been tne suoject of such liti- 

'* f 

gation, support a new proceeding. 

The Court did point out to the government if 
they did want to proceed, yes, they could proceed, but 
they must do so within the requirements of the statutes 
and of its own regulations. 

So we contend having litigated the question of 
the controls and had it resolved satisfactorily in our 
favor that the government may notj-recede and litigate 
that theory, and as far as the nev; theory that we may ue 
a combination, there is no nev; information to support 
that. We have already been through and litigated the 
NAS-NKC report ajid it has been resolved favorably for 
the plaintiffs herein. 

The government came in on the first issue, 
the so-called proper controls, and admitted, they conceded 
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12 


their error. They said they confessed judgment, as they 
put it to the Court, and that appears, of course, in the 
Court of /appeals opinion. They admitted it was erroneous. 

I certainly think there is no bcisis on wnich 
they can proceed on the same ground which they have had 
before the Courts. They had sir. or more long years. 
iVe have been to the Court of Appeals on four occasions, 
we have had four notices of withdrawal. The damage 
that has been suffered by the plaintiff is irreparable. 
They cooperated with the Food and Drug, they made these 

tests, they did these tests within the protocols that nad 
_j i v,.. 4.u^ rl*5 /! pvp rvfhinn 

Dossible to maintain on the market a safe and effective 

drug, a drug which at least ten experts, the top experts 

in this country in this type of therapy, have all said 

and submitted affidavits before the Courts and before the 

agency that this is an effective drug and that the 

controls for testing it which were used by the plaintiffs 

with the proper controls. 

A 

THE COURT: Of course, that may or may not be 


l 

I 


the case, but it certainly is not for a 
District Judge to determine, is it? 

If a finding of that type is 
scons to no it has to :'>e made somewhere 


United States 

to be made, it 
other than nore, 
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either at the FDA laboratory level or the Court of Appeals 
level. 

MR. WEIGEL: We ask you here to make a find¬ 

ing, in effect, that the matter has already been litigated 
and we .should not be forced to go through another long 
administrative proceeding. 

I point out that the last one took well in 
excess of six yearn and three channes in theories. We do 
believe you certainly may enjoin the government from pro¬ 
ceeding and subjecting us to this highly illegal and 
improper proceeding. 

THE COURT: Here is the Court or Appears 
speaking on page"3137 in their opinion and after indi¬ 
cating what the agency must do in order to provide the 
opportunity for the petitioners here to be given a proper 
opportunity to be heard and present what evidence they 
have, the Court says; 

"The FDA may then determine the question 
on a full and proper record, subject, of course, 
to petitioners' right of appeal to this court 
from an adverse determination." 

I 

It seems to me the Court was saying that the 
FDA was entitled to proceed, but they had to proceed 
properly when it refers to a full and proper record. 
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Are you suggesting that the Court of /Appeals 
had made some final determination cibout the efficacy of 
this drug or, for that matter, had that issue really 
before it? 

HR. WEIGEL: I think the Court of Appeals 
was saying, your Honor, that if the government proceeded 
properly and lav,’fully within the statute and its regula¬ 
tions and we were subjected to this procedure, that we 
should have an opportunity to make a full and complete 
record. 

We say we have already made a full and complete 
record, that it has been li it- "n»<? uppn rpn 1 vrr? 

in our favor and that the government, in raising -- that 
is as far as the first issue, the March order, which was 
held to be moot has been litigate.d. 

As far as the new theory, the combination 
theory, we contend that the government has not complied 
with the very important statutory prerequisite that it 
have new information. 

THE COURT: Let us take tno first. 

Can you show me where in the opinion there 
is reference to the March order that indicates that the 
Court considered the merits of the control factors sot 
out in the March order? 
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MR. SWIRE: Do you want each citation, your 

Honor? 

THE COURT: Perhaps if you can point me toward 
the portion of the opinion which pertains to this, it 
would be Jielpful. 

MR. SWIRE: On page 3127, your Honor, in 

discussing the March order, the Court refers to the fact 

MV 

that our extensive rebuttal and- the petition for re¬ 
consideration was' apparently well taken." The two foot- 

V 

notes on that page, Footnote 6 and 7 — Footnote 6 
talks directly to the control and notes that in the 
first withdrawal order the FDA itself had indicated that 

i \ 

either water or Alevaire minus tyloxapol would be a proper 

fl 

control, and they note in Footnote 7 in discussing the 
petition for reconsideration, it included material ^support¬ 
ing the suitability of controls used in petitioners'. , 
u 

studies, and I think we iiad -- well, the Court decision 
then goes on and makes it very clear that it considered 
tne issuance of the August order plus the argument before 
it to be an abandonment of all the grounds previously 
raised. 

Go I think the quote your Honor referred to 
at 3137 refers solely to the fixed-combination theory, 
it gives them no leave to proceed again on tine control 
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theory. 

I think on 3120, the Court specifically says, 
"This third order," that is the /uigust order, "abandoned 
the cjrounds on which the prior two orders of March 2nd 
and August 7 th had been based," ab tin cloned it. 

Then on page 3129 they quote from the respondents 
brief which reflects the confession of error that was 
made orally as well before tile Court of Appeals and 
they are quoting the respondents' the defendants' herein, 

"We confess*orror in that order of March 2nd before this 


A 


Court." 




1 

ivnar rney were ^ j- ^«-*•*- 


14 

substance. 


.15 

ilK. WEIGEL: The Court pointed out in the 


1G 

next paragraph they conceded it was erroneous, but novel** 


17 

tiieless we had our relief and, consequently, they declared 


18 

it to bo moot on page 3129. 


19 

. MR. SWIRE: And, your Honor, the only reason 


20 

we raise the point about the record is to indicate i £ 


21 

your Honor wishes that these issues were specifically 


22 

before the Court of Appeals. These affidavits wore in 


23 

the record and the refutation was complete there and the 



Court of Appeals, had it gone forward without the govern* 



wlA 


* 23 

men V 1 s concession, con Id have said, "A, v/o wont on l*u 

! 
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merits or, B, we aro entitled to a hearing or, C, we 
lose." 

But it was the government, which backe' off and 
said, "We were wrong for the March order," not lor lac!; 

of notice, that was never raised as to.the March order. 

I^r.r la. c< 

They didn't say, "We were wrong as to the llarcli order,^" 
they said, "We were wrong as to the control." 

TIIE COURT: The errors of FDA are not necessarily 

determining here, are they? The record may be replete 
with errors, but does that really resolve the question 
of — 

MR. wetCEL: I think it clearly resolves the 
issue of whether or not we have established the propriety 
of those tests on the first issue that now we can't be 
forced to go back on that same iss.ue, that that has 
been -- and the only reason it wasn't adjudicated on 
the merits was Decause the government frustrated us and 
the Court by withdrawing it. 

THE COURT: All right. Please continue. 

MR. WEIGEL: As we point out in our papers, 
there still is a very important statutory prerequisite 
of the new information if they want to proceed on the 
new ground, the combination the. _y. 

Yes, tiie Court of Appeals said: 
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"You may proceed, you are not likely to 
win, however, you must proceed within the ten. . 
of the statute /ind your own regulations." 

And, they haven't done that. They have no new 
information. 

They concede in kveir brief, which is before 
you today, that the new information is this ilAS-NRC 
report, which has been the subject of litigation and 
resolved favorably in plaintiffs' behalf and no way 
mentions tne combination theory. The report quite clearly 
indicates this is a single entity drug. 

t 

THE COUHT: T 2— ---*• v u j._ _1 . 

• j Uw; u *-» UUX lxui. pOi.il L 

reading again here from page 3129, the Court of Appeals 
s tating: 

"Concedingly erroneous though it was and 
despite the continuing pendency of the appeal, the 
i-larch 2nd order is no longer in force and effect. 

We fail to see what relief could be granted to 
petitioners under these circumstances. The appeal 
from tiie llarcn 2nd, 1973 order must be dismissed 
as moot." 

Of interest is the second sentence, "We fail 
to see \viiat relief could be granted to petitioners under 
these c ••■instances." 
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If I were to adopt your argument that issues 
presented in these administrative proceedings had been 
passed upon at the Court of Appeals level and are res 
judicata, there is relief that lias been offered of some 
kind. 

MR. WEIGEL: Yes. We had our relief at the 

time that they withdrew the March order and reinstated 
our NDAs. 

In effect, they said: 

"We concede, after six long years, that 
you are right, you have adequate and well controlled 
studies to show the effectiveness of your drug. 
However, we are going to put in a new order because 
we have an entirely new theory and we are going to 
ask you to do some tests you never thought of and 
we didn't think of until the Supreme Court told 
us in the instant case wo are going to lose." 

So there was really nothing on that order for 
the Court of Appeals to do. But I don't believe that the 
government at that stage of the proceedings can confess 
judgment, as they did, and it is in the opinion, and give; 
us the relief we want and then come back a few months 
later and say, "Gee, we would like to litigate it all 
over again on the same theory." 
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7HIJ COURT: All right. Does that complete 

your presentation, counsel? 

MU. WEIGcL: I would like to be heard on our 
request for a stay. 

PUL COURT: l/hy don't I hear from counsel 

for the agency first and then we will take that up. 

MR. WEIGEL: And I assume tnat at that point, 

when the Court of Appeals made those statements, they were 
not thinking in terras of the government proceeding again 
on a theory which it confessed error and said they 

were erroneous and did not want to pursue. 

Thank you. 

THE COURT: All right. 

Mr. Siegel. 

MR. SIEGEL: Before I begin my regular 

presentation, I would just like to point out what seems 
to me to be a fundamental error in counsel's analysis 
of the Court of Appeals decision. 

Ihe Court of Appeals in describing the agency 
action as abandonment should not be understood to have 
found tire agency to have actually made a determination 
on the merits. Tire Court of Anneals was sort of factually 
describing what had happened in the sense from tno March 
ordei to the August order the agency was no longer procccdin< 
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on the same grounds and in that sense* had abandoned its 
theory. 

Uy no stretch of the imagination is such a 
change in theory a determination on the merits. 

I think it is important to understand that the 
. agency's objections to the Ililler-Paez and the Cohen 
study were of two sorts: 

One, they felt that these studies were improper 
studies in the sense that they did not test Alevaire 
against the proper control, and even if they were the 
proper studios they had not been conducted properly. There 


14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 
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the studies were not the proper studies but that they 
were not properly conducted, both these grounds were 
the basis for the agency's actions to them. 

How, when the agency agreed to withdraw that 
March order, what it was saying was not that, yes, those 
are the proper studies, we have errored, the agency was 
saying, "You have raised certain points with respect to 
our criticisms of the way these studies were conducted 
and we are going to re-examine our criticisms of those 
methods." 


i 

i 


I am quoting here from the brief filed in the 
Court of Appeals and just as an example of what was involved 
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• 

hero, tiio March order stated that Dr. Cohen did not state 


3 

"The diagnostic criteria for identifying bronchial 


C 4 

asthma and chronic bronchitis patients." 


5 

This was a criticism, once again, of the 


6 

method that was conducted, not tao propriety of the 


7 

tests. 


8 

What happens is the agency a cl: now ledges that 


9 

these were true. llov/ever, the paper did contain a foot¬ 


10 

note to a publication containing diagnostic criteria. 


11 

These criteria were apparently used to select patients. 


12 

although it is nowhere explicitly stated in the paper. 
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14 

were twofold, one, these were improper studies, two, even 


15 

if proper they were improperly conducted. 


16 

To show you or to illustrate the fact that the 


17 

aqoncy had not, in fact, abandoned its contention that 


18 

tnese studies were proper, one only need loo): to the 


19 

August order itself. In that order, that is in Plaintiffs' 


20 

Exhibit 3, page A 545, readino from that order, it says: 


21 

ven assuming that the studios are adequate 


22 

and well controlled investioations comparing Alevairc 


W 23 

with other controlled substances, a conclusion not 


• 

warranted by analysis of the investigations, the 


25 

studies cannot demonstrate the effectiveness of 


• 
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Alevaire because their design precludes assess¬ 
ments respecting the contribution each of the three 
components of Alevaire makes to the claimed effect¬ 
iveness of the. drug." 

ily point is that in abandoning this so-called 
single entity theory, the agency was in no sense conceding 
and certainly had not made any determination on the 
merits that the studies done were proper, either the 
proper studies or properly conducted. 

You know, this is really the fundamental flaw 
in counsel's analysis of the Court of Appeals opinion. 

The order was concededly erroneous because the agency 
essentially conceded that it had errored in its analysis 
of the data and was going to reconsider it. 

If the Court would entertain a perhaps some¬ 
what inapposite analogy, it would be like a judge issuing 
findings of fact andcounsel’ petitions for reconsideration 
claiming there was an error in the findings of fact and 
the Court granting that motion and reconsidering. The 
effective withdrawal of the finding of fact that will 
occur upon granting that motion would not be a concession 
tliat the opposing claims were accepted as findings. This 
is not a determination. 

I think tins is whore counsel is really in error 
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The Court of Appeals opinion was not a 
decision on the merits. There was no determination by 
the Court that the studies submitted were, in fact, 
adequate and well controlled such as to require the holding 
of a hearing, much less that Alevaire itself was conceded 
to be effective by the agency. 

Looking at the case in its entirety, I think 
it is important to realize the very extraordinary nature 
of the relief which the plaintiffs are requesting here. 

They are asking this Court to enjoin agency 
proceedings prior to any final action on the part of 
that agency and, in effect, without having exhausted 
their administrative remedies. They have to date sub¬ 
mitted no evidence to the agency, none whatsoever, they 
have raised no legal claims before the agency, both of 
which are required by the statute and the applicable 
regulations prior to obtaining judicial review of any 
agency action. 

In sum, they seem to carve out an exception 
to the exhaustion requirement and they seek to do so on 
what we would contend is an extremely weak record. 

They raise the claim of irreparable injury 
here, ignoring the fact that preliminary injunction issues 
only when there is a threat of irreparable injury for which 
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there is no adequate remedy at lav/. Hero they not only 
can cjo to the Court of Appeals to seek a stay of the 
agency's action when that action and if that action is 
finally taken, they can go to the agency itself and seek 
a stay from the agency of its order when and if it issues. 

This procedure has been followed in the past. 

The agency lias in the past frequently granted suen stays 
of its order pending the taking of an appeal. 

Although they assert this threat of injury, 
they ignore the fact that they do, in fact, have several 
adequate remedies at law. 

Mnrp Imrinrfanf 1,v T think ’ n c P ^ ^ cnr>h a.S 
this there is precedent v/hich we have cited in both the 
/imerican Cyanimide and the Upjohn cases for the proposition 
that when you are talking about the withdrawal of approval 
of a drug, aside from the showing or the demonstration that 
there is a likelihood of irreparable injury for which 
there is no adequate remedy, the Courts have paid par¬ 
ticular attention to the likelihood of prevailing upon 
the merits, which is a typical showing that has to be 
made in order to obtain a preliminary injunction, and 
we contend and we have set out in our briefs the reasons 
why we feel there is virtually no possibility of success 
on the merits oi this case. 
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Tnc Court of Appcaas indicated the course which 
wa:> *-° 0(1 followed in the future; the agency is now doing 
tiiat. Witnout getting into an extensive discussion of 
the merits of the case again, although I do Want to 
return to tnat, I think it is important to realize tnat 
despite allegations of injury where there really is no 
showing of a reasonable probability of success on the 
merits, Courts have been loathe to entertain arguments 
about irreparable injury. 

X think another factor to be considered when 
they talk about their claims of irreparable injury, in a 
case like this when you are talkinq about enjoining a 
public agency are certain public interests which cone 
into play, and I have discussed these in my briefs but 
would like to bring them to the Court's attention again. 

It is really of paramount importance that 
the public interest in a matter like this be considered. 
Plaintiffs casually assert, well, there is really 
no hardship on the agencies, these proceedings have been 
going on a long time, the drug has been on the market all 
tiiat tine, it is a safe drug so there is really no hard¬ 
ship on the agency in allowing this to remain on the 
market for a while longer. 

Pc ai.e not only talking about the working of 
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what amounts to a somewhat of a financial fraud on tne 
puolic, but v/e are talking about action by these people 
v/hich could -- 

TJIE COURT: You mean potentially? 

MR. SIEGEL: Yes. Excuse me. 

— which could potentially pose a threat to 
the puolic health. 

We don't want to get into speculation about 
how severe the threat is and we don't really mean to 
raise strawr.ien here, but as I understand it Alevaire 
is normally administered to people with respiratory diseases 
and particularly through tilings like oxygen tents. Very 
often those people need, you know, extremely effective 
medication. You are talking about a mucoevacuant of 
mucus from the lungs. 

The point really is that if the product really 
is ineffective people are relying on it to cure serious 

i 

illnesses. If it is ineffective, they arc both lulled 
and improperly treated as a result of the drug remaining 
on tiie market. 

I would refer the Court's attention again to 

I 

the several references to this problem in the Congressional 
record in the Gcnato report considered by Congress when 
the 1962 amendments vcrc on the floor of the Congress. 
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The point is simply that there arc very grave public 
concerns about health involved here and when those are 
thrown into the balance we think even aside from the 
lack of probability of success on the merits there is 
strong reason not to issue an injunction in this case. 

Turning to the merits briefly, I think it is 
incumbent to point out again that both the claims asserted 
here really are based on a res judicata theory and they 
both suffer from the same fundamental flaw, namely, tnat 
there has, in fact, never been any prior determination 
on the merits either that Alevaire was effective or that 


• ’• - • - — »- 1. J. • .1 ^ i. r, 

UUC UO MV.J. W UW4 


^ ^ 4»’>r\ v* *> c* 4- r. f hn 



controls ueing adequate or as to the way they were 
being conducted. The Court of Appeals clearly did not 
make a determination on the merits. That dealt with the 
fixcd-conJjination ground and that only. The agency 
has never bent on its position, as I pointed out, and has 
never actually made a determination on the merits of that 
decision and no res judicata effect can arise thereby. 

This is really the point of the Court of 
Appeals decision and the real flaw in what plaintiffs 
continue to argue here. 

Their new evidence argument is really waned 
on a similar argument. They arc claiming that the IJAA-ib’d 
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• 

2 

study, although it was new evidence, can no longer be 


3 

now evidence because it was used in a prior agency pro¬ 

\ 

4 

ceeding and was the basis of a decision on the merits 


5 

specious. Once again, we submit there has been no 


6 

decision on the merits and, there fore,-the claim is 


7 

-.u. * There was no decision on the merits and. 


8 

therefore, they are not barred from using the studies again. 


9 

In conclusion, I think it important just to 


10 

bear in mind that where Congress lias provided a statutory 


11 

system of agency review and judicial review of the 


12 

agency action, Courts, should be cautious in interferring 

• 

i-i 

with the agenev nrcccss b’.' <->•> «-»v o ♦- -n p r\t- i n-innnf i nn 

■' T J ~ ' — — J J 1 


14 

I refer the Court to the Supreme Court's 


15 

decision in Samson versus Murphy for a general discussion 


16 

of that problem in tile context of the dismissal of 


17 

federal employees. That is at 415 U.S. 61. 


18 

I point out in this case there really has not 


19 

been an effort to submit evidence to the agency following 


20 

the August notice. The agency, for the various procedural 


21 

errors made in the past, has, as I set out in the brief, 


22 

attempted over those years to get plaintiffs to conduct 

w 

23 

one simple service of tests to test their product, 

• 

2-1 

the so-called active ingredient tyloxapol, against tiie 


25 

vehicle. 
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The point is simply that unless you do that 
there is no assurance that tyloxapol does anything. It 
could be simply that the water, glycerin and sodium 
bicarbonate solution — whatever effect is achieved is 
achieved by that and that alone and that tyloxapol is 
ineffective in and of itself. 

Despite the agency's attempts over those 
years, as indicated by the various notices published 
in tne Federal Register, each setting out what was supposed 
to be done — 

THE COURT: It is really not ny business, but 
suppose it should develop that tyloxapol is not the 
effective ingredient and that it is really the glycerin 
and tiie bicarbonate and the water, what difference docs 
it make if it is effective? 

MR. SIEGE li Initially, the statute speaks in 
terns of effectiveness in terms of the drug doing that 
which tlie label says it will do. 

THE COURT: Assume it does what the label 

says, but it is not attributable to the tyloxapol? If 
the safety factor has been covered, what difference does 
it make what substance it is that is achieving the desired 
result? 

MR. SIEGEL: It wouldn't matter if the label 
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didn't make any claims that tyloxapol was an active 
ingredient. 

I HE COURT: You mean just acknowledging that 
it is present in the mixture? 

MK. SIEGEL: Pardon? 

THE COURT: You wouM - find it satisfactory 
that it was acknov/ledged that present? 

MR. SIEGEL: I don't think there would be 

any problem with acknowledgment of its presence, it is 

just an V ~ lailn for activity made on the part of tyloxapol 
that is objected to. 

J.HE COURT: All ricrht. Anything further? 

MR. WEIGEL: Yes, if i may, please, briefly, 

your Honor. 

Of couise, this is the first time in six 
years we have had any indication that there was a problem 
of the puolic interest involved. I think the record in 
tlie Court of Appeals indicates from all of the experts 
in this country that this is an effective drug and the 
most effective drug available today for the purposes for 
which it is offered. 

The matter of no abandonment lias come up, 
your Honor, and I must point out that in my affidavit in 
Paragraph 13 of my affidavit that war. filed on this motion 
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I have stated unequivocally under oath that in the Court 
of Apoealu that counsel for the defendant stated that the 
FdA no longer objected to the ililler-Paez and Cohen 
studies as being inadequate.or uncontrolled, but only 
argued that they wore unresponsive on tne new fixed- 
comoination theory. 

I have with me three colleagues, memoers of 
the Bar who were present at the tine, and arc in a 
position to establish the same fact. 

I don't believe if that were not the into 1 tion 
of the government it would have made the statement which 
quoted in the Court of Anneals decision that: 

"We fail to see what can be granted to petitioner —" 

Wait a minute. This is the statement on 

page 3120. 

"We again confess error with the hope that 
petitioners will not look a gift horse in the moutn a 
second time." 

Certainly that statement would not have been 
jnade by tuie government nor made by the Court of Appeals 
if we were to be faced again in a nc-w proceeding with tne 
very same issue. In effect, they told us, "You won on 
that issue, take what you have and run with it because 
wo have a new theory to try out on you." 
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2 

A 

I don't think, your Honor, that an agency cun 


w 

keep issuing and v/ithdrav/ing orders, making them moot, 


< 4 

avoiding any sort of judicial review and trying to avoid 


5 

tile effect of collateral estoppel. The government has 


6 

abandoned its prior orders and I think it clearly should 


7 

be enjoined from trying to re-litigate tliem again at 


8 

this time. 


9 

They say, "Oh, v/e haven't exhausted our 


10 

administrative procedure." 


11 

l-7e have for six long years. We are not trying 


12 

to ask for any special exception from that doctrine. 1 


13 

don't know how else one raises res judicata other than to 


£ 

proceed the way we have. We should not be subjected to 


15 

an illegal action or an improper action and be told 

16 

maybe six years from teday, "Well, the government shouldn't 

17 

have proceeded that way." 

18 

Your Honor, I do believe that v/e are quite 

19 

clearly entitled to the relief we seek and preliminarily on 

20 

this motion. There has clearly been fin/il action, there 

21 

has oeen an acknowledgment’ that the drug is an effective 

AO 

drug. We have litigated the issue whether or not v/e 

23 

snould have tested it against its vehicle or whether tue 

24 

control which was suggested to us by HAS and FuA was a 

• • 

proper one. We did what they asked ns to do bad. in 1 j) C0 . 
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iney said, "Test this against water or saline and show us 
tnnt it is more effective," and we did that very tiling 
and 1 don't think v;o should now have therii say, "We have 
a lot of new tests we would like you to perform," wnen 
you nave a clearly safe and effective .drug. 

Your Honor, it was pointed out by Mr. Siegel 
that wc* have not submitted any materials under the 
August 19 74 order, ilo, we have not. Wo are not required 
to do so until next Tuesday, and it is for that reason 
v/e have asked for a stay. We don't feel that until 
this issue iias been resolved that v/e should, in effect, 
be forced to go through this illegal procedure and we 
respectfully request a stay of thirty days. It will take 
a good thirty days to assemble our materials after you 
have ruled on the motion for preliminary injunction. 

Thank you. 

THL COURT: You are asking for thirty days 

from when? 

MR. WEIGEL: From the time when you might rule 
on our motion for preliminary injunction, the motion waich 
is mefore you today, if it is adverse. If v/e arc denied 
our motion and are told that v/e must go forward and 
suojecl ourselves to the administrative proceedings, v/e 
would like thirty day:, at least to file our information 
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• 

2 

witn tnc government . 



3 

TUN COURT: I am given to understand that the 


J 

V 

4 

FDA lias some cons trail ts imposed upon it by another 



5 

district court which — 



6 

MR. UNIGEL: Your Honor, tney have raised tne 


f 

7 

question of Judge : Bryant's order in the Vonnaman case 



8 

wnich really has no relevance here at all. That decision 



9 

, Vri-.'i 

°Y Judge Brieant down in the District of Columbia said 



10 

in effect, "Publish those MAS-NEC reports and start to 



11 

implement them." 



12 

For a ' long time the Food and Drug Administration 


• 

13 

14 

was receiving the reports from the NAS-NEC and doing 

notning about them. They have published tae Alevairc 



15 

they have started to implement it, they have certainly 



16 

complied with Judge Bryant's order in this instance and 



17 

in any event that order isXrvojT^iortainlyfinding upon you 



18 

here in a litigated case. They are not operating under 

| 


19 

any restraints as far as granting an extension of time. 

i 


20 

Granted, the medical director of the Food 



21 

and D.ug said that is how he interpreted that when he 


s 

22 

denied our request for extension. I don't believe that 

1 


23 

that is binding in any way upon this Court and it is not 



21 

relevant to a proceeding that has already Been instituted. 


• 

25 

THE COURT: Counsel? 
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UK. SIEGEL: 17c v/ould oppose the stay for 

several reasons. 

First of all, just to refer the Court to 
page G of Judge JJryant's order, Paragraph X, it specifically 
states, "The defendant shall not grant any extension 
of time for any request for a hearing or other response 
or a notice of opportunity for hearing." 

THE COURT: That really isn't the problem 

here, because you are not being asked to grant an extension. 

MR. SIEGEL: That's correct. The request for 

a stay is being addressed to the Court, not to the agency. 

mtTT* r'/'hftnrn . 

HR. SIEGEL: With respect to that, I want to 

say several things. 

One, it should be recognized that they have 
nov; had some fifty days from the issuance of the order -- 

THE COURT: Let me interrupt for a minute and 
maybe cut through all of this. 


What is the 

stay you v/ould ask? 

MR. SWIRE: 

We have a formal order. 

THE COURT: 

May I see it? 

Have you r.et:n it? 

MR. SIEGEL: 

No. 

MR. SWIRE: 

We will pass a copy one); 
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HR. WEIGEL: I might sav the government has not 
felt itself precluded by Judge nryant's order to have 
granted stays in the past in this very case. 

ilR. SIEGEL: From withdrawals of orders, not 
from notices. 

One point, your Honor. I think if the Court 
were convinced that it lacked jurisdiction over this 
matter, I think it important to point out that the 
All Writs Act provides that the Court's can issue such 
stays as are necessary and appropriate in aid of their 
respective jurisdictions. 

If this Court, in fact, lacks jurisdiction 
over this matter, I would submit that no stay would be 
appropriate in this case. 

THE COURT: Except we are not going to find out 
whether this Court lacks jurisdiction this soon, are we? 

Where do I have authority from to grant a thirty- 

day stay? 

MR. SWIRE: Excuse me, your Honor. This is 

not under the temporary restraining order provisions, 
this is under the All Writs Act. 

THE COURT: I see. 

Mr. Siegel, I am going to take all of this 
under advisement, including the application for a stay. 
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I will get out something on this stay question one way 
or the other I suppose today. 

X must say that my inclination is, having con¬ 
sidered Judge Bryant's position and giving it respectful 
attention and recognizing that the restraint which lie 
sought to impose there was upon the agency and recognizing 
that while tnat has some persuasive effect here, it 
really doesn't solve the problems presented to me once an 
issue is laid before no as a district judge. 

My inclination in to grant the stay principally 
because of the zig-z£g patter which has been followed in 
til is case over this period of time, a bac): and forth 
pattern, which I think the government cannot deny has 
existed given the history of the case, on again, off 
again. 

MR. SIEGEL: This would bo a stay of withdrawal 
order in order tnat plaintiff could submit evidence to 
the agency? 

THE COURT: I understand you to do asking simply 
for additional time to meet that requirement. 

MR. WEIGEL: Yes, your Honor. 

THE COURT: Are we all talking about the 

same tiling? 

MU. SWIRE: In the event of an adverse decision 

SOUTMf ltN DISImICT COUNT Ntl’OhlCNS. U.S. C0UH1 MOUSE 
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n 



2 

on the preliminary injunction. 


3 

THE COURT: In the event of an adverse decision. 


4 

All right, decision is reserved on the appli¬ 


5 

cation is here. However, let mo say that I want you to 


6 

submit proposed findings of fact and conclusions of law 


7 

by Friday, October 11, at 10:00 a.m. in chambers. 


8 

Is there anything further? 


9 

MR. WEIGEL: Yes. 


10 

MR. SIEGEL: Your Honor, might I make one 


11 

suggestion? 


12 

TIJE COURT: Yes, sir. 

• 

13 

j 

MR. SIEGEL: It it were ultimately ueLej-i.iijic.d 


14 

that, in fact, the Court lacked jurisdiction, I would 


15 

think tliat the stay itself would be vacated at that 

« 

16 

point. 


17 

A more useful course might be to reconvene in 


18 

a week's time, in order, just prior to the withdrawal order 


19 

becoming effective, and if at that time the Court were 


20 

inclined to'find that it did have jurisdiction or it 


21 

did not, it could then consider the appropriate necessity 

• -V 

22 

of entering a stay. 

Vi :iS 

23 

i. 

MR. SWIRE: We are past that. 

• 

21 

THE COURT:* One problem is I am going to be 

- 

25 

in Washington at the Federal Judicial Center for about 
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• 

a week. 


3 

MR. SWIRE: The further problem is we would 


V 

be oast our time by that point. 


5 

THE COURT: And their time ends October 15th, 


6 

doacn 1 t it? 


7 

MR. SWIRE: Yes. 


8 

THE COURT: What I would like to see happen 


9 

here is that I have the opportunity, as I expect I have, 


10 

to pass on the request for relief which has been argued 


11 

here today and that the stay aspect be the one which 


12 

is carried out just on the basis of basic fairness. 


• 

Let them have the opportunity, if it gets to that point. 

1 

14 

lot them have the opportunity to have their thirty days, 


15 

^specially given the past history of this case. 


16 

I am suggesting it to you very strongly. If 


17 

I may say so, I just don't think the agency is in a 


18 

position to take a hard line on t' lestion given the 

’ 

19 

history of the case. 

1 

1 

20 

You step back and take a look at it from a 

■ 

21 

non-party standpoint of view and I think you will come 


22 

to tiie same conclusion. Uo why don't you give it some 


V 20 

consideration in terms of tolerating it if it occurs, not- 


?,1 

A 

witlistanding all of the reasons why you nay think for the 



moment it shouldn't o.:cur. 
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Mainly, I want to get to the principal issue 
tliat has been presented here and I want to make sure they 

./ / * , j »-■* 

'>■_/* v *** / 

have some sense that “is necessary for them to present 
their case. All riqht? 

MR. SIEGEL: You want the proposed findinq 

of facts? 


THE COURT: Yes. Give me the proposed 

findings of fact and the conclusions of lav; by the Jlth, 
10:00 a.in. 


MR. WEIGEL: Your honor,before the record 
is closed, I would like to reiterate my offer to have 


uniee xxve va uiea^tia uu 


f" - — A- *.l • i. i.U M vvi rnr.v.1- 
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in open court in the Court of Appeals in response to ques¬ 
tioning by the Court abandoned any objections it had to 
the adequacy or the controls of those studies, as I 
have stated in my affidavit. 

Thank you. 


THE COURT: Is counsel for the agency prepared 

to concede tlx at if these three live witnesses were called 

to testify that they would testify as counsel nas indi- 

, . . . 

cated witaout conceding the truth thereafter? 

MR. SIEGEL: Yes, your Honor. 

THE COURT: All riqht. Decision is reserved. 


oOo 
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Th 3 plnintiffo herein, tanufacturc.ro end distribu¬ 
te of the prxscripCS/a err;; Alnvaiirc, nccH to enjoin tho 
d 3 fcr.rlr.nto £::;z\ prcccr-dir;; to wither approval of the New 
n;ru 5 Applicaticm (IITA'o) new in effect for Alcvairo. Oral 
e;.\ 7 ir:cnt was heard on thin mttcr on October 10* 7-974 c.t 
trhicli tiro the lie at ion was consolidated trial on 

Che merits pursuant to Hulo 65 of the Fed.II. Civ.F. 

Plaintiffo SCcslV.c^ D-ru;;, Ire. end Uinhlrrcp 
Products, Ira. P a Guboiuirry of Sterile", ero Dolcwaro cor- 
RorRttona end tho holders of Che l!£A*o. Plcir.tlr*. Breen 
Labor o tor tea, Inc., nl.ro a ouboiuiazy of Sterling, in a 
lTtr.i York corporation rosponsible for tho r.nrhotin^ of tea 
Csaz in tho United States. Defend onto Uoiebarec? end Schmidt 
ere tho Secretary of Health, Education and Nnlfcro end tho 
Comic a toner of the Food and Prur2 Administration (FDA), 
rccpoctivoly. 

Yha tenoral background of this litigation io not 
In uiqnito. Altvniro in an aerosol proscription d-rr.o corycccu 
of 0.1257. tylourpol, 2'4 aodium bicarbonate, 54 &lycerJ.no and 
c.2.C757c water. It it administered to patients with ei r tractive 
ltr.'f; conditions to aid hi the cvactiatioa of broncho*pulesncry 
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crcrctlcno. It r. r .;v> y c that MDA'n for Alcvairo v;crc approved 
by too FDA In 195.3. At thnt tire under the control ling 
Ctatuto » that thn Federal Food, Dru 3 end Coptic Act 
or 1930, 21 U.S.C. fSOl ct cnq., only tho safety factor xiaa 
considered. In 19 C2 tho Act w;i.<j emended to alio,/ the* FDA to 
re-rove frea tho er.rl:ct druse with approved lJDA'n If, ©ubstnn- 
t j .al cviocnco \:aa lacking that the drug v:ac effective for itn 
Intended uso. To cot-ply with this legislative mandate, the 
IDA retained tho Notional Academy of Sciences-National he tear eh 
Council (NAS-FIC) to review the offectivcncao of each drug 
which had been approved up until then. Such * nt,„ly r?2C 
undertaken of AlevaIre and the HAS-HRC concluded that the 
dru 3 wao ifeffective for Its intended use. By notice published 
in the Federal Register of July 17, 1963 (33 Fed. Reg. 10237) 
the FDA announced that it concurred with this evaluation. 

Pursuant to 21 U.S.C. £355(e) the FDA published 
on-December 6. 1969 a "Notice of Opportunity for Hearing" 
in the Federal Register indicating its intention to withdraw 
lta approval of tho dri, S* Apparently it based its conclusion 
t,Mt tha dru S Ineffective primarily on the criticism of 
tha HAS-rdC that Alovaire was no more effective than inter. 

refute this finding and to support their request for a 
hearing-^ the plaintiff- submitted two ctudiea--tho Millcr-P-va r. 


- 3 - 




OPINION NO. 41,381 
A. 200 


Study end tho Crhra frxCy. r iho fermor utudy compered the 
Lju:: x?ith rater end caliun end C.ha latter centered it vith 
v.al:;? clear;. NnLa Girdle :j czzzl ndr.J that Alovalro \:.vj ca 
cZ-ZButvs muco-Cv’ac’Jir.t. 

Ca Argrr:C 27* 1071 tho FDA found that thoca cfcudlca 
xrnna tat "cdsr/aaCo end rail controlled" vlthiu the; manning 
of 21 C.F.R. £120.12(c) (5) (ii) (1073) end accordingly drilled 
Ch.i requnoe f:r n hearing. Gteultcseouslp tha FDA withdrew ito 
approval of tha drug. ihoraoftcr tha plairtlffa appealed to 
tha court of rppoalo pursuant to 21 U.G.C. S355(h) * l!h!la 
tha appeal *?C3 pending to tho second Circuit., cl*-j IT/.'* t.cr^i- 
Dated Its Auguot 27 order end co r d in tho comae of cppaalo 
to reread tho cnco to tha FDA Car further chiulatrntiva cation. 
•Z;o net lea to remand vco evented ca January 11, 1972* 

On I larch 2, 1973 tho FDA iocuod a cccocd order again 
denying tho requanft fer « hearing cud t7ithdrc.i:ias approval 
Cf tha drug cn tho [ground that tho Hiilmr-Peoz rad Ccltcn 
Studies v;cra not "edequnto end vc 11 “-contro /.leu", Tills tirs* 
fcysiver, Lino FDA Indicated that voter vro net tha proper 
"a: atrol" with which to compare tho effectivencoo of Alavaira. 

T no tend, tho preper "central" ciio said to ho Alc^nirc i 'aiuo 
. tyJoxcpo JL, that Is, AlcJdt o*n v •hlclo solution of 27. cadiv.n 
hierrhoaota, 97. glycerins end 93h voter.- 
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ll'-O I'.J.ru'.n'ciffn Chra petitioned the FPA tc rccon« 
r.tCz-2 i.t'3 I.Wrch £ ci.v’.r; r.r.d alco a., pc ale.I to tho Second 

rc:’.:*.:'3 Cn fccva C:'j czC c::Z r/jida. 0a Jc:o I/>, 

7.C'73 tha ITA V.zzzlzjr.t'.C'l t!*.o llr.LVh 2 rad reinstated 

approve?. c2 C’.n llfVo C'.r AX-rvnirc* It nlco coved to dia- 
tcicn tho Iren tLn l larch 2 coder. 

Chi 2.3 a dctioica cn iCo motion before cho court 
or; cppeaia v:; r; pcrfir.;; dip FM cn Accuse 7, J.973 03ala 
issued cnoCl:'^ r.rd"’ csnyics tte petition for a hoar£.1:3 and 
tCn&a wlchdrc\?lc-3 cpprwal c2 cho dsns, Hrjcvor, eu«o cica 
Cho LrA claiz.z-d Chat AIevelro xrca a “ftriod-cc^bianuics” thru" 
T7it..iln Cko r-scaiaa of 21 C.F.R. £3.CG <lS>7-'»). Accordinsly. 

Cl:a FL*A maintained chat, In orcor to expert tho offcctiva- 
n~cc of Clio d-r.3» etudiGO load to Lo cada esncoolns the 
ccatvrlLutlsa each cf cho tin*00 cc^oaonto of Alcvalro rrulo 
to.Cho claimed effectiveness!! of the <Sre3, Einco tlio Uillor- 
Feen end Cckra Ctudicn i-oro cot nddrcDcod t:o Chios theory they 
vara rojcctod r.u irrelevant. Tie plaintiffs «2ain appealed 
Co CUo Second Circuit (• cchin3 to r.ot caion the August 7 


c::chr. 


The appeals f::cci tlio «larch 2 red Aupuct 7 order ft 
\rcce consolidated (after the* Fill * o rcociou to dictiioo Cho appeal 
f c.i tho I larch 2 order had teen denied) mid on l Jay 2 , 1974 
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the- Second Circuit rendered its clccioio't. T.t diculnced fche 
epical frerj the 1'nrch 2 order ao root c.nd it rat ccidn tho 
Af^uct 7 order loccm t! a plaintiffs had tint been initially 
notified of Lin fprcmda or* which cho approve! of the FDA's 
ray utlirntcly vithdrewn by that order. Accordingly, the 
Corvc roinotatod approval of Alevaire. 

On August 13, 1974 the FDA published in tits Federal 
Register a new "ilotico of. Opportunity for c II car ins" iudicat- 
ing its intention to withdraw approval of tho drug on two 
alternative theories: (1) treating A leva ire no a singles 

i f«*t f-T* ^ T77> * m« I * ^ »/• / /. f. - *. • 1 » ^ . t 

—- —o w *** < «* *...*i,Mu M M4v.a t*uwiw «.w uuu cu i>u 

with ito own vchiclo, that is, A leva ire ninua tylo::apol; . 

(2) treating Alcvaire ns a fixed combination drug, tho FDA 
contended that Alevaire'o effectiveness had to be tested by 
comparing the effectiveness of each of it 3 components. The 
plaintiffs were given until September 12, 1974 to file a 
notice of appearance and request for a hearing and until 
October 14, 1974 to fu'enish the FDA with the necessary 
information supporting the request for a hearing. On 
August 15, 1974 the plaintiffs sought to have their tins 
extended but thin request was denied. On September 10, 1974 
the pleintiffr re quo 3 ted a hearing on thi:; j.atfer; however 
tho data to support this request has r.ot yet been provided to 
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C.i Septcr.bcr 3'J e 1374 plaintiffs filed the cc_:,>lalnt 
l.ovciu r.r.d eh:i f.rpllcntio;’; far a preliminary Injunction v:as 
l'”rv'’w Q 1."* » o:.vVr t;> cl:'*'? ccMza fated Octal1, 1374, 

Li) fcho cpplicchl cn vao ccr.sollc-.itcd with trial or. the 

r.:r/.uD end c:\rl er'r^-^nfc \:aa Laid crj October 10, 1974. Ilia 
parties k: 2 z~i trehtd all tea docuctahu otV-aittcd to the Court 
cn part cl' the record In the ccao. 

yi:o pS.aln.tif£o r.fcfcael: the legality of the admin- 

• 4 

iotrativo prccocdincp en cto min Grounds. Firct, they 
cV.czz that the dofendantn era barred by the doctrines of 


i,Cti JUvj j.vic.w«* C— 


- ----* o /n.snpi-.h'if’i rum: 

—rr”“ *—‘ 1 •****■■ . ~ 


ttio effective nra 3 of Alcvaivo can only bo devsnotrated t 7 

. i ; • 

eerier ins It to its vehicle. In their vie:?, tha Hay 2, 1974 
Rocend Circuit deeioien rejected the validity of thin conten¬ 
tion end accordingly the defendants any not fl 3 .nln proceed 
cgelcoC plaintiff a on the baa to that the proper "control" 

Vich which to cc-.rparo A leva ire is A leva Ire minus tylcnapol. 
Alternatively, the plaintiffs claim that the defendants my 
cot net? proceed on this theory oinco they explicitly abandoned 
5t i r i brio fa ctibr.iittod to and oral argument bolero the Second 
Cir. cult, Secondly, f ac plaint if fs crcuu that the dafrndants 
my rat tv-r.t Alovairc r.rs a fixed cor.blnutJon dru" a Inco it 
Ir.che the "cinformation" required by 21 U.S.C. $3. r .3(e) (3). 
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Tho Czjzt hr.'j concluded that It need net reach 
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1 8h' 

'• l mi 

M<na 

Cc: 

:rr>. 9 i 


cats th?- p“cpor;od v:£thdrroja3. of approval for the IIDA'o In 
admittedly not: n xinai ore ox* r nd hence not oro.iocr.lly reviev* 
able £u the district court. In feet any review of FDA c.otIon 
coaccmlng uithdrcral of mi NDA normally in to bo Kiel a by the 
court of appeals purnuant to 21 U.S.C. 355(h). Aa another 
court hao etaCed: *'[17] here Congreno hao provided on adequate 
procedure for judicial review of administrative: action, edict 
procedure nuot bo followed. Only in extraordinary caoeu will 
part lee be dieted t.o deviate from thin otatutory cource end 
cede injunctive relief from the district: court, chorC-circuItl 
Uho edninir. trot ivc procedures. 11 Coca-Co la Co. v. ITC , 2'2 F. 
Supp, 670, 675 (II.I). Ga. 1072), nf£*d , A/5 l\2d 2.90 (5th Cir.) 
.curt. d enied , 414 U.S. 877 (1973). 
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TNo plaintiffs I '-'-VO c:'z usd thr.t the erheuetten 


io i::r.; fc ?Ucr;olo hero bscnuia "[bjofch by attevotiro 
to rolf.Oici'sa ptcvfr/sJ.y FtaiCstl rnttern awJ in prceeeJi-; 


ulihr.aS tho rc.'-aloito huso [that la, vi'chcui ihn 


rer-aired c v.c:j br iced, drier, dr-vtc aro procecdir;; lr» 


violrt&ui of Ira.*' r n?,7)’ :: -r-du-.i at ?,0. In thic Court's 


vivo tbfs rv\7i.:svt io not t ell Crdxu niuco Itn adoption vrculd 


enforces Lho wiry faSicohla of the crdiaustloa doctrine. 


Pcrfcrco fcha clnia la every cult of r.hlo typo is that the 


a&s^nintrr.hiva cvenay is acting illegally. If o court without 


C5CT v;o?«a to jralo ca tho nor it a of each ouch clcln tide would 


urabr.riria basic cdninictrativn lea procedures end thereby 


prersto the very picccmai litigation which the doctrine in 


pert elm to dfxcoinfaso. 


Adaittcdly the plnfntiffo cro r-ot foreclosed froa 


mining thsir tea judicata defence on nn nppo.il fron v;hafccver 


cdvcrca final cstcralaneion the agency my mho. Faced with 


th.ln ths pin!’.: iffn contend that it would be c "total porvernion" 


of the doeVrir; :j of reo Judicata end collateral cctopp-c to 


cssncl then J, to relit: gsro previously decided i'.attorn and then 


r -. 3 Judievta on rppc-ol only." Reply I’ - rr^vn at 10. 


• i:c;:vvcr, both u« 5 a end authority, in thin Court 1 a jnd.yrnt. 


f - a r ~j t-• the pi ib.tiffs* position. 
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la <:n rralo~?u.o situation, n dentil of a nation 
Co ditrlno a cc: plaint c.i tha ground of re a judicata liao been 
bald i: yt to ta ivilntoly cepcslnbla. Prtrro v. P eVrly , 353 
T.2<1 SIX (3d Ch:. XCG5). Cuch a result £3 r.o£ at all vie rad 
cg n "total pcrv'craica 1 ' of tha doclrriv.a. Sitillcriy , kt.ro, hr.d 
plalr.txfia first protected tiv.* rco Ju-* 3 .cr.£a crfjuront toforo 
C^a FDA cr.d hud it tree rejected Choro, CM a Court does nut 
bcliovo Chat plaintiffs could keva then Isxoiediatoly op pa .tiled 
cVjCcrutinatica to tko* court. of r.p.pcalc. They should r ;r/.* 

ba permitted to ovoid this scr.dt u imply oidsafccppins acoaey 

#* • * t . ^ 

couildcsratica cn:l raisins thrlv dafecaa divaatly before a 
diuCvicC court. luatcau, tea proper procedure ic fer tha 
plaintiffs to reieo this dafcuco in tuo a&dLnicte'ativa phased- 
in^o end then hivo tha cscncy datcmlnatica ca‘ thin iocuo 
(ehould it be contrary to plaintiffs* claim) reviewed on the 
repeal to the* court of npponla frea vhafccvsr c.dvorco final 
doc Idea tho FDA tray toaeo vltb rccpr.cz to tho withdrawal 
proceedings. 

Tha Court la not inecacitivcs to the real possibility 
Chat this procedure may ccr.-poi the plaiutiffo to cKpcnd addi¬ 
tional fcica, con.07 end effort ir. further contesting tha with- 
Crr.ral prep teal. lk.vcartValcaa, tha Court fcola that cuch a 
possibility is r.w insufficient bssio Car allowing tha plaintiffo 
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’ r.i”'aic~::.r:ivrs cbar.nolo 


— <v -- i> u —* -- C ,:*rC ban required c~:Iir.vj3tlca 

'•'■/.aO car. vole 3 In cpeCo of n chain Chat: n 
- &.'~*czfci.r % z£Lcii v.ao barred by res 

£3v. WifjCj,., 323 U.S. C43 U?4$>> ferx^ 
i£'£> V. £2, ‘175 F.2d 24 (d.c. Clr. 1C42). o*«n 
r« CD. ctrrr’a Ccs tha r*-3p03lcf.on that a clcln cf l-co judicata 

Ifl n .({••'■» f’r-— ___, _ , 

- —— •— v» *—»**■ — v*. J.»v,)»4/U« Vi 

trsTitlvo cctlcn* Gen Cnnn - nol.n c >. v. IT.”, 675 P .2 c 5 209* 50'» 

^'" 1 C.-t.) c £^vt. ilriaXil#- U.G. C77 (1073). Accordle 3 ?.y» 
plaintiff n* rer? Judicata defense mat first bo dicpoccd o£ 
Micovfh c&j&nU itrativo chnrtnolc. 

/./3 noted c.hsva co a second cround for thoir rap lie; 
ties plrvlntiaeo cr^v.o that". Cho a "or ay lo pvccsodtcs without 
“ra,;; lafcrr^tlo^ u a a rcr.jfrcd by ?.J. u.fi.C. 5355 (g)( 3). Tfclo 
ctr.tato veep:Ire 3 tea Secretary-^ withdrew approval of 
r.r.y cppUccifc'/ra If ho fliv.V'ca tbo kaoin of R ~# information 
bear.vo bln with reapsc& to r.uch c v;j , cvniiuitod together with 
the evidence nvr.il: I/io to bin when tho r.nlicadon v»rc r v>rcv 
te. t t.. .0 1 c a lar, 1 c ; » substi'.ijtiol cvldi. ‘so' 1 of cl"cnf.tv?t cn 
in Cho j»?alritlrfa* vie:;, the n^ncy c!ooe net have ct.y cuch 
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V - 

1 \ 


"nr.’.f £r.£:,::raCica u to support ito eonalucJ.cn chat A leva Ire 
v::y be treated c.s a £!‘ xd-car.bination drug, 

\rhc.thrr the r/.;aoy dose In fact poccecD u ar .7 
information" to cuppcrt ito conclusion ic a factual c-cl'.t:?- 
uimtioa uhich should first Lc. inco by tha Vl\\, Centvery 
to plaintiffs* this iccuo dooj cot present a 

ctrni^iFefecreard question of statutory ecus trrect Ion no in 
Aer s ! Ccr-mfro, Too . v. £TC t 422 F.2d U55 (7th Cir. 1070). 
It in incontrovertible Ch&t tho l r DA lino before ic reporta 
end other elate cl 2 . 1 l.ln 3 vita tho offcctivcncoa c£ A 1 avoira. 
tfhether 03 esccormcat of thin data v;iii justify treatrest 
of tho dm 3 no c fircd-eonblncitJjsn dm 3 io a quoction vhich 
nhould fleet to decided by tho FDA. Only after thin enter- 
cinaticn in raada end it then bo comm clear on v.hat specific 
inf orcmtica the agency ban veiled for ito conclusion can a 
Couvt datcrulna \.’hotter tho data used conotituton "nev 
In formticn" vithln tho mean in 3 of tho statute. It nay veil 
bo, 00 the Second Circuit observed, that there iany bo "little 
in the record ... to support tho preposition that Alovaivo 
in a fir:! ccr.bination cm 3 ." Sty e U p ;; Drue , Tne. of: r- .l. v. 
Wol-Vcr r.crr of. nl.. Civil Noe. 73-1623 nr.l 73-2451 r.t 3137 
• <2d Cir,, l lay 2, 1974). Uovcrthclcau, the FPA should fir it 
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bo pivcn the opportunity to decide the question “on a full 
er.d proper reccrti". Id* Plaintiffs, of course, hove the 

to r.;.pc::£ Co tV.o court cf spools £_*c;j cn r.dtcrc a datcr- 
tAcncloa.^ 

17:d plsir.tiffo * rppiicoticn £cr r.n injunction io 

G/ 

denied end tha ccrplnint is dismissed." 

lha jJerocaia" dieXI censtituto this Court’s findings 

of foot end conclusions of leu pursuant to Hula 52 (a) of the 

- • 

Fed.H.Civ.P. 

Eubnit ordasf on Lvo days not lea. 

* bu . 


Dated} lien; York, Me*.; York 
October 31, 1974 



LMJIiENCE W. PIEllCE 

U. S. D. J. 
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<£. 


3. 


4. 


21 C.F.H. 5130.14(b) (107?) provider*, inter nils, 

that a s'; '.cert n Lerrirrj runt ha cceer-pmir. I 


ty ,s n 


i. 1 .::. .1 


4* *** * ( • ■ i* -• i * ••• r 

<■ • »W— * 1. i«». / . > Vl , 


c2 


■•4. / V w «.* 


al c'.ta^ tLi 


fc T *n clO'.lcal r.'.u Ovbwii 
rrplicr.:.i ia prepr.:. d to grove of. cueh r: Let-3*.:.':. 

Tra remest co'c forth t . facto v.g 

Chet Ib.iro is a gseuir.s cr.J t.chair, rtinl iec.v-S c i 
feet li'si requires a ht'-vSigg. It: eZctrly 

CX'V-'S 0 frera Cl.a 4:.uC £-1 era rppXic.'.iicn r.::a fr.vi 
C!:n renters raid factual cualyc;ia in fctia request 
for tba Irearir-g tact fchara it no £,ciiuir.o rcu'i cuastas* 
Cisl iosra of fact ...» c.;> , to ci^r.uato trad 
raii*cer.irol?,e:/ c?,: r aical luvttbijjnCisrin to support 
tl:o clai'.:.3 of o£fr.ot{Lvcnc;D f ,s i*:o Ch.~r..lscic:::.r ray 
deny a henries ar.a eater r.a orC::.* vltIi-3r;roit*s U:a 
cpplisciicn btsed cotoly co theca onto. 


i-xror to cuiu uiun isio *.*«_■» n::u iuu2.catc:ci tunt turner 
water or A leva lro c.iuua tylcrnpol would bo a proper 


“control". 


By ctipulntioa it van c~:c cd that plaintiffs \.*ottld 
havo 15 days frees tua filing of chin decision to 
t-;ubnlt to tfca FDA trim necessary data in otrpperc of 
tha request for a hearing. 


The Secretary of Health, Education and Uclfara ban 
delegated hio recporsibilitiec under the Federal 
Food, Drug end Coec.etic Act to tha Comicoicner or 
Food and Drugs. 21 C.F.U. 52.120 (1974). 


In thin ccnnecticn the Court finds ccr.cyliat puzzling 
the plaintiffs’ contention that on appeal tha inrun 
of whether the agency lino “new inforontioa” to support 
ito conclusion would bo loot. They pzrmiao this 
nrevnant cn the no sort ion tint if they r.:> forced 
through n 1.raring L'.o agency can cor-Jicr “create” 
this i.:..: inferiors ticn “niter t.bo fact". Iho Court 


falls to tea he.; the agency cm rinnufacture infor- 
ration x.v.ich it air ily dean not have. 


- 14 - 


•; ( 


!' i 


I, 


! • t 

i : :- 


A 







OPINION NO. 41,381 
A. 211 


(Cor.j.) 


Crr r ? ' f ' : “ ;f f: in report of choir 
pc:,..-y,.z:\ (•...*•■: c..uat«ctir.-» ic i:ac required iu . v - 0 be n 
c:;'--.-:-J i,y r.-/j cv-c r.ntS found to h* Cir-r.— ui-h- 
r.:;;/:. Lra.^ y. Tj.n, SIC U.G. 5.C4 (1953), 

t„j «.--*/ ocCicn cj.c:/.'.*y «;yJ r.dnittcdly violated 

c:^v:,o cCcd:0o;r/ ctcntocTa. In EJ-.a nAvlalm c f 

^.ru-•--* * A- —» -- J -* 2d -->2 (D.c. cits5), 
r;? roiiof In tho dir.trier; court 

*-*’ J °v*y cl receive rcnociy. *i*toco nituaCicna 
to not c.v.ot u iro. Filially, P'v? v. Pev/’o, l"/3 p ?d 
/CO (.:d 0 . .1110) , io also inapposite! Vhovo. a 

ct:;:;r:r; tho;;iry> rao d;.^ chat the « 5 cr.cy action 
wo\r..c'. i.'.a constitutional rights* cf tho plaintiff. 
C=0 1;jOiJr?.. v. FTC, C-*;3 r.Supp. 395, 399 

(otiMl.i.), ,( ;v'.'d » 4/2 I’.fd 1/D (2d Cli’« 1972), 

u ~;il* l >y> U.C, C/u (1973), Such in not tlto 

ac;o hero. 
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Uijr;';-;r) states district court 

SO J Til EKE DISTRICT OF Jiii YORK 


STERLIiJO DRUG IRC., V/IIJTHHOP 
PRODUCTS, IRC. and BEROH 
LABOR ATOHI ICS, IRC. 


-- y K 


Plaintiff 


CASPAR ./. .'LI.'JBERC-ER, Secretary 
of Health, Education and Welfar 


Commissioner of Food and Drugs, 


arc, 


Defendants. 


DEPJSilDART' S . lEi-IOR AKDU.'i 
74 Civ. *1232 (L'./P) 


MEMORAilDUM 


At the conclusion of the trial proceedings 


On n^t’nhoT’ TO 107/1 

* - - -- — v / I # 


"• r» S !»-••• linri,Ol> A ( « r f I ^ v 4 • 

--- «... wv-Wa i -4, 


concerning certain concessions claimed to have been made 
by counsel for defendants before the Court of Appeals in 
February of 1974. Having spoken with counsel at those 
proceedings, the government is prepared to submit at the 
present time affidavits in support of the position directly 
contrary to that of Mr. Weigel's affidavit and the state¬ 
ments he made at the proceedings on October 10. 

•lore simply, however, the government has de¬ 
termined that the tape recording of that argument before 
ta.. Cou. i, o. Appeals still exist and is presently nakin~ 
application to the Court of Appeals for permission to hear 







I 

I 


33k 


defendant's post-trial memorandum 

A. 213 


those trines. However, since the tripes do exist, the ;:ovcrr\- 
ment would surest that If the natter is of concern to the 
court, it nay uish to hear the tapes itself. 

Respectfully submitted, 


\L ;K ■ i' 


PAUL J. CURRAN 

United States Attorney for the 
Southern District of Nov/ York 
Attorney for Defendant 


i 

t 


/JERRY SIEGEL 
"Assistant United States Attorney 

- Of Counsel- 
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5. 

IfkOMf C VOjOm-on 
»*MCM : S»CC«| , I 
»>u •# * • *•! Ir r . 

*i»» *|. r o mama 
JKih r • . t 

* »Awi«*r« 

«r nuc>« •»? ^tviMurn 
•».ii AM ». (R.fVAO 
*1 UNMh c lkC*>(U 

cir »«t '»•» h irt 

• ♦»•*•*. MAM 

MAM,f V t*i*CO.l 

JAMT % f 

©»c&om f cftrocmr* 

MiCHAff L I OA*l& 

iO‘<N V. MAffS 
t t a i *4t»,o*c». oror.AN 
1 •• U m, ;a a NtfOi.1 
AMT* 4 (. J HlAfM 

SI MM M. MA^yl 

j*“rt ». bi«'H 

*tr\r n na:iim o 

J *’»«« fVANS 
rc-.'Ar«o (. » r'lsiirt:- 
NiCOiAf tiArA 
► Av/| l . «C*>N( C f 
UMiAM J. f.AkVt Y 


Rogers Hoge a Hills 

QO Park Avenue 
New York iooic 

t?ip- ota - ©poo 


October 15, 1974 


ro*A«y % noorn'j 
(••*6 IMS 

jAMfs r. hoot 


rr*At4k m GO«r>OM 
couMtd 


CABLE ACOMLSB'baucmca 
n T Ttltl ACSkGA 
MCA Tfc.Lt « flBBOi 

OM WOKTH AN OAT WAY 
WhITt >*LAIN3.N ▼ lOOOl 
<©141 TAI . 0*>00 


DY HAND 


Honorable Lawrence w. Pierce 
United States District Judge 
United States Courthouse 
Foley Square 

New York, New York 10007 


b'vi cyr- 

.y ~j> si e r d 

r NOV 2 : 1974 


sterling urug ino. ; ot- fji ,r Cec v> a v_ 
_ ct ano . , 74 Civ. 4202 (LWP) 


P-»rn-.»- T.T 

- - ,, , 


M„.‘ _... _ 

• H-A*lL»LA.LjCl. f 


Dear Judge Pierce: 

r<-.r i . W< T ar p. in receipt of the memorandum filed by counsel 

thr 1 ^ ondan j- s ln tnis action concerning the concessions made by 
CoSrt of i atto f, ne y' Hobcrt Allen, on oral argument in the 

1974 ^ f ApP ° als 111 the casa decided by that Court on May 2, 

We note at the outset that counsel for defendants 

mSdo Z l l t! ! at plaintiffc ^ld rely on the concessions 

made by the defendants throughout the course of this proceeding, 

to above 9 n ° b llr " ltcd bo th « concession in open court referred 
to above. Mr. Allen's collear .e in Washington, Howard Epstein, 

i ^ e ^rr C i hG V’ S * Attorney, , .d been served with all of 

T V \ UCJ papors ' including n,y affidavit, prior to the 
filing of defendants reply affidavits and memoranda. Mr. 
tpstein had also been present in the Court of Appeals, vet 
neither he nor Mr. Allen chose to offer any rebuttal to the 
specific statement made in paragraph 13 of my moving affidavit. 

... . Since defendants would now supplement the record 

after hearing, we take the liberty of enclosing copies of letters- 
which were sent to the Court of Appeals after oral argument. On' 
lebiuajy 12, 1974 Mr. Allen wrote to the Court of Appeals, con- 
Vl° case. On February 20, we replied and 

stated, uincc respondents, through counsel, have also conceded 


1 
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Rogers Hogc g Hills 


Honorable Lawrence XI. 
Page Two 

October 15, 1974 


Pierce 


that petitioners' studies are adequate and well-controlled, 
Alevaire's effectiveness is established and unrebutted. (p. 2). 

On April 24, defendants'counsel again wrote the Court of Appeals, 
but nowhere challenged the accuracy of our statement. 

/accordingly, we suggest that if defendants have any 
affidavits to support the statement belatedly made in their 
latest memorandum, such affidavits should be filed immediately. 
After such affidavits are received, if the Court then desires, 
we suggest that counsel jointly listen to the tape the ^ t. 

1 ^ ,,-mimoni- and nrGDare and stipulate as to the accuracy 

t ^. . . * ,..u „.... to this 

of the entire transcixpu, *»»«-*.'-*• - 

Court. 

As we have already told Mr.Siegel, we think it 
inaopropriate for defendants to listen to the tape prior to filing 
affidavits, or to listen to the tape without, our being present. 


Respectfully submitted, 
ROGERS HOGE & HILLS ^ 

By ^ 

Attorneys for Plairc^i tf^ r 


V7FW: as 
Enclosures 

cc: Paul Curran, Esq. 

United States Attorney 


Jerry Siegel, Esq. 

Assistant United States Attorney 
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V. V.’.* 

£r r \ - 


PEG 1 2 197.1 


KVA 

21-53-5CO 


Honorable Daniel Fusaro 
Cleric 

United States Court of Appeals 
United States Courthouse 
Foley Square 

Hew York, llevi York 10007 

Re: Sterling Drurc, Tnc. , et al. v. Weinberger, 

etjsl,^ 13 ^. 02 ^, ___ 

Dear Mr. lai sum: 

„ mart's remission, granted during oral 

1. 197-, respondents r.„ to lt this response 

to petitioners' letter of Januai-y 29, U / 


Tn mra^rarh "1" of petitioners' 3ctt- ' it ic argued 
In para 0 rapn nninion ,: reaffii’r.s and further ex- 

that the Uor^.ar.d Clar-t Corn . v . Secretary 

nlicates the holding in US/ J harm u ; c J t ie ai eor . - 

If !lo a lin,„ESHcatl. 0 . l _anS >51^. bc^on iht UHV 

OT*T», ‘.here in one esse nti.l dir.u. — ^ BfW5aejr 

case and every ota-r caj , pr o"raM, including the 

Study Implementation U~-^ > exeunt USV the Commissioner, 

case at bar. in all thc.»e ‘ - ■ rl tb d r aY7inr the UDA, had 

in his order don.7J.nr. J ho ‘ T L.»‘ ni j information submitted 

thoroughly analysed all o f ‘ rcmicst for hearing, and he 
by the im holder ns part, adequacy of such 
had published ciet. ilcd tin -- , t - tha statutory cri- 

data and information when hell u, 331 (d)) as elu- 

t or ion of "substantial evoci.^ - ,•;;*£ a nd well-controlled 

delated In the regulations duf n.n ; A- , I3Y the 

5nh , ^‘«t\S C ?f“‘.Ut a Jn?oriv.f.lon aubsmed «lth tnc 
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request for n ™ropor°'” , 'Tl)e U CoanlnBloner aqrced, and 

SrU/fSnS Stated-™ m r.ny Sequent i"* 

eluding; the ease at bar. 


Tho court stated 1 i 9 yifptv5?"^TOo causwTof the context," 
(I).C. Clr. January 2'i, 1 j nj ™ ac 1 . ^ rcln tionoMp bctv;cen 

it aid ju:j ^ nt 

* adequate notice J; ,l „ , n v Thc CoU rt peon on to nay 

burden. " (slip opinl P i* ^nevertheless applicable to the 

that its decision in U.A l!1 n i e ! ; iC for heurinB’' presented 
issue of “due notice and opportur \ i w> the 

in lions nncljn«*- However, ^ v,ill be ah icnm^ c1m .* in a 

notice question iaccd -° (11 fff ^ ont fr&Tvhe one presented 

Pl.V VM bllUA Ciuuo. • - I n l U('.t 


RSHM.V HlbWUi u»w*» —— * ^ A • ...... 

in the cane at bar, involvecourt 
explicitly recognized by the HeaSjtni- 


B. 


The TIosqjind^lerR case arose under^the ^^^^t're-^ 
of the Act, not the effectiveness p ■; J-r the Drup Araendncnto 

Suit iron tbo b”'tS%Urt, and th* 

court^s'deci3ion"'expIicitly "referred to thin dlotlnctlon. 


in Hes® •!>«««*; ?hf na'fctf 

s? p ?w ^o^^cthyittfihentrox) 

the drum and denied a hoarlns 1 “ t in exintence at the 
information. The ini o.notion <■, t ]inrrir.*5 and thus the 
tlr.e of the notice of f'pportu ti coxs:na nfc. The court held 
NAPA holders had no oppoJ|;‘ uv1 A *.' pannC r was irr.proper. 
that withdrawal of " hr ; ; ,l ' f A j that the decision will not 

°”- al hac not yct ox?lrod 


in nrrlvtn, ;t 

cussed its !L» decision in the Supremo 


«»*»& «? 0 °?!:is®.lntHynron decision in the Sur 
Court tAlP op! 13-16). «.5 court rceoB»l«cd tl, .t 


-2- 
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\ 


,\ 


« it nay bo that In cone particulars 
the application of USV must bo refined 
in tho lirJit of Hynr.on. In Hanson tho 
Supremo Court approved the FUA s summary 
Jud ient procedure v,lt.,drav,nl 

Of an iJPA without a hearing If the jjnu 
facturer failed to p)*oducc nuhstant.ual 
evidence’ of efficacy.’ (nlip op. Ib-J 

The court then wont on to ctatc T- 

issued regulations dof...nlnf form 0 f notice of oppor- 

requirenonto of duo prococc: 

"Hvnoon in ofrect rcafflrmn tho propriety 

IS 1 ; context where „tho plondlnro on 
•'rrr ’'conclusively ohow thaw wiiu^ 
hearing can serve no useful purpose, j-v 
• Sl.S not overturn USVho. requirement that 
the aroncy make some shov/lnn as a px c 1 
lento for nunnery adjudication. It rather 
found that such a showinr, and predicate 
wa n aupnjnoa oy ponicuiun^u retuiii^un 
setting forth precisely what the man - 
facturer was reouired to supply and hy 
find inns that the study adduced v/ao con¬ 
clusively deficient. 

' Finally, the court recognized « « SScSSS V*”*. . 

Z efficacy or U«P <*• l6 '> 

Thuo, it 10 apparent 

for the Dintrict of ColcnWo «rcult W„lt-«-lt ^ 

its earlier UfA opinion mat be reflnea l. to lnpl0 - 

SMS ITc^irX statutory and con- 

ntitutional requirements._ 


X 
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C. 


In paragraph "3" of their letter the petitioners argue 
that the rationale of Hess and Clark when applied to the case 
at bar would prohibit the Coiiuifi sal oner from usinr. the summary 
judf-nent procedure <“ivcn the type of notice Issued by the 
Coi.a-.iissioner. If thin Is a correct application of the liesn 
and Clark c.oinicn to the present cane, an efficacy case, it 
ic"i if direct conflict with thin Court's decision in Ciba^ 

C!ei'*v v, Richard non, MiG P.2d A6t> (19/1) and the i.upreme 
Court'a decision in Uein'jorr.cr v. llvtinonUontcot t an d Dunning, 
Jil2 l).r>. 609 (1973). "noth those cases place the burden of 
proffering substantial evidence of effectiveness on the i!DA 
holder whoso drug's efficacy has been called into question 
pursuant to the provisions of 21 U.S.C, 355(e). 


In fact the notice of opportunlty for hearing, which 

initiated the proceedings in Uclnbor ff o r v. Hyn.son f _y?c_stc o 11 

l. • *« «■. ,'«n / *i r* »l n \ • — 4 non ’< i-'m * ..... 

Mid PUliMirr 7 ., ( u <; u . .. *- 

the"*jTotrce of opportunity for hearing, which initiated the 
proceedings in the instant case. Conn are 3'l Fed. Reg. 5556 
(March 22, 1969) with 3*« Pod.Ref.;. 193&9 (December 6, 1969). 
It presented no more information with respect to the drug 
involved in that case (Lu'crexin) than wan presented for the 
druc involved in tnis case (Aievairu). 


In its decision in JTynson, all but one member of the 
Supreme Court directly affirmed the validity of the notice 
of opportunity for hearing which initiated the proceedings 
involved in tlie case and the procedure used by FDA. (Mr. 
Justice l’owell concurred in the result but did not concur 
with the other six Justices that the notico and the procedure 
followed by FDA were valid.)?./ 

Of course, for reasons stated above, the (government 
asserts that the Hess and Clark opinion was intended by Judge 
Lcvnnthal to bo limited'to'a safety withdrawal and is not In 
conflict with either the Supreme Court's opinion in UXjmnon 
or the opinion of thin Court in Clb g—0o 1 C M.» 


2/ Thor'’ Is no question that the issue of adequacy of jiotlco 
and validity of the FDA's withdrawal procedure was bo,ore 
the Supreme Court; the issue was discussed at len,.t.» in fi.e 
of t)ie briefs (1 ncludi rig three amicus briefs which were 
largely devoted to only thin issue) and orally argued befo.e 

the Court. 


. ii 
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D. 


PetJ.t.ionorn argue in paragraphs "3" and "5" of tholi’ 
letter that the Cor.'.ni o3ioner changed hir» rationale between 
insuing the March, 1973, withdrawal order and issuing the 
August 1973, withdrawal order. On tho contrary, the Com¬ 
missioner has contended consistently since issuing his notice 
of intention to withdraw in July of 1968 that the ingredients 
of "Alevalro" have not been shown by petitioners to he eliec- 
tivc and that the Millcr-Paes and Cohen studies aro not ado- 
ouato to prove effectiveness. Indeed the Palmer study intro¬ 
duced into this proceeding hy the !.'AF,-MEC report issued in 
1968, showed "Alcvairc" to be no more effective than a con- 
bination of its ingredients less Its 2.11^911 active Ijirirediont, 
Tvloranol. In the case at bar, the Commissioner has not relied 
o^any "information not available to the petitioners In excess 
of five years prior to the issuance of the August, 19/3, order. 

In paragraph of petitioners' letter, they^ suggest that 

_ . _ , • .. * -i» • »*i ftPMH f' ?* f UiiJ j.Vjl O G u o*/ aC*CCi* 

Q'rJ.iX »• w; f ci u v* n * u»» * . • 

bocause it was entered after the record in this cane had been 
closed. In reply wo can only say that the Court explicitly 
permitted the issuance of the August order and provided the 
government three weeUn ip which tc iss 


Jt *- 
^ w • 


Respectfully submitted, 


cc: 


Jreaoo Swire, Esquire 


ROBERT V. ALLEN 
Attorney for Respondents 
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February 20, 19VA 


Honorable Daniel Fusaro 
Clerk 

United Staton Court of Appeals 
United Staten Courthouse 
Foley Square 
New York, New York 


i ; •• ••• 


IS.. 

1 O.W' - 


lie: Sterli ng Drug Inc .. e t ol. y. 

I lr> 1 r» f ;mo / < .. 

•_ lG2iiT~ylr.il' * 


r 1 • 

«r' * -* i 


Dear Mr. Fusaro: 

Thi3 in in reply to respondents* letter to tho Court, 
dated February 12, 1974. 

Respondents attempt to distinguish Hess ( < Cl ark, 

Div isi on of Rho dia._ Inc . v» Food 6 Drug A d n 5 nj ;u r e tioa, 7*3-1589 

(D.C. Cir , January 2A, 1971) as a safety case, whereas the car.o 
at bar involves effectiveness. Such a distinction could hardly 
support respondents* position since, if anything, tho Corralssionor 
would bo expected to have more latitude in a case involving 
safety. Indeed, Hvsr. A C lar k involved carcinogens. In any event, 
tho court there raade clear tnat: 

"CT]h3 ultimate principle is the same for both 
issues [safety or efficacy] - that where the 
case is governed by a statutory requirement for 
hearing .... that nearing is not to be denied in 
the absence of a fair opportunity to identify 
material issues that require a herring, :n 
opportunity that embracer; a suitable notiho of 
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lioncroblc Daniel Fuscro 
Clark 

February 23 , 1074 
Page Two 


the basis on which t:ha acency proposes to 
act snsraarily.“ (Clip op., 10 ). 

Respondents inp?y in Fart ''D" of their letter that, 
nor.;ithst audiur; the lack of specific notice, tin l’alwer utudy 
comtitoted seme tort, of const cuctiva notice unxca would support 
the August order at issue in Docket 73 - 2431 . Tain it not i-iw, 
paInarmstodtod A leva ire ninur. its active ingredient tylcxapol. 

!M did not study tyloaapol versus ooditvi bicarbonate versus 
f'lycorinas the august order would require., /.ccordin^ly, n o 
study is relevant only to the Larch order (..And) taiich a.s been 
f u lly rebutted by petitioners (see, for crampla, /.Abo- to/) tua 
abandoned by PDA. 

There is no “novi information" upon vihich the Counissioaer 
could or did rely to warrant, apply in- tho "i itted-cooblnatlon" 

s, . t . .m*. a#* .1 •* />»» ono/^oWn t j ‘[till** 

tj^MCY U.i . ~ i— ~ *-- • 

combinations i;as based on the principle, that "it is senaraii.y 
/■(W'lcfliLf to cd'"inisLtr therapeutic amenta separately ... 

JSSSHJTbw^<>:! *W *?*?>« co^m^ion, 

(February 13 . 1371 ) (copy auua.c ted). in light oi: U1 ° conct.seJ.oi— • 
oral crpuvjut by respondents f counsel as to the nature the cun >. ue 
cions oi eodira blccrbonoto end c lyceriii to Alevnire, ic is cle^r 
that these ingredient*; arc not in teamselves rauco-evucuant n 0 cnu,. 
Ikncc they era not therareotically active in A leva ire. Accordingly, 

Since roependenta, chBotish oounsol, heva nlso concedod 
that petitioners* studies are adequate and weU-conttoUed, “ 

cffecSvcneso Is established and unrebutted. It is thus appropriate- 
that the Cecils»loner*a orders be sot aside on the merits or, xn 
the alternative, that on evidentiary hoar in.; bs convened. 

• . Respectfully submitted, 

ROGERS HOSE & HILTS 

. As S A A / . / / 

''Attorneys for Petit:.r.-ncs 6 

•attnclvncnt. 


R\r .land 
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PROPOSED RULE MAKING 


DEO®! OF 

LubL’Lii lit 


-!D 


IIEAIT!!, 

ViELFAIIE 


Food and L'lvy AdmlnLiroiion 
121 CF3 Part 31 

COMBINATION D.'lUGS FOR HUMAN 
USE 


Proposed Siafersont Amplifying 1‘olicy 

on Drugs in Fixed Combinution* 

The Commlarlcr.er cf Food r.r.d P.-luts 
after conaidei but a number of report* 
from pant-ls cf tho K.V3-NNC D:u.r £25-. 
cacy Study, Uio ! >ria numbers of com¬ 
bination drugs avi liable, hv.il those pro¬ 
posed for marketing, la of the opinion 
that criteria for r.u icntl combination 
drugs should U published for tl» JTUld- 
cnce of ttic regulated industry. Teds 
statement is Intruded no unip'.ificAUon 
of tilt' requirement that a new drug or 
antibiotic chu.t application for a com¬ 
bination dreg ntr.y bo refused unicss 
there Is eubilar.tiul eviticr.co that each 
innredlent designated as at live makes a 
contribution to t ie total tdtot which 
tho druz combination is represented to 

Tr.e proble.n of turf cl combinations has 
been discussed with a number of exports; 

It Is the subject cf e:tten.nva discussion 
by experts ir. the medical literature. It 
la the comcnsiVi of there informed ex¬ 
perts that a fixed do a combination drug 
must have an advantnes. to t.ne patient 
over and move that oDtainen wr.cn one 
of the individual impredients is used in 
the usual rr.fc ond effective * it are. No 
dru" should be present hi a fixed com¬ 
bination unless its inclusion clearly en¬ 
hances r&fety cr cf.ieacy and the fixed 
ratio of doses is safe and effective for 
all Indications mid for patients rcqulr- 
lns such concurrent therapy. h here are 
marketed combination Urttzs which meet 
theso criteria, l.fi.ny do not. Inorcfcrc, 
pursuant to the provisions of the Fed¬ 
eral Food. Pruz. and Cosmetic Act (secs. 
602, 605, b2 titst. 1050—i»3, rs amended, 
607, 50 Stat. 4C3. ns amended, res. 701 

(a), 52 CUt. It 15; 21 IhS.C. 372. 555. 
357, 371(a)) ar.d under authority dele¬ 
gated to him (21 Cl Jt 2.120). the Com- . 
mlssloner of Food rr.d Pruri.s proposes 
that Putt 3 bo amended by adding i 
thereto the following new section: , 

§ 3._ Dniri for human use in fixed 

emnliinatiju*. 

(a) In linplcmintint; .the provision of 
tlm 1PC2 Ki-.'auv i r-li.'.iil-i I),-U 3 Amend¬ 
ments to the Federal Focd, Drug, and 


Cosmetic Act, v/h’eh requires that a now 
druc and an antibiotic drug be shown 
cffcctlvo for its l-.beloc! indications 
through ademip.to and well controlled 
clinical invcstitfntlfms by qualified ex¬ 
perts, the I'icd and Drug A.dmiiustmUon 
has found the unique problems pre.mted 
by fixed combinations to require a moro 
clearly defined po:.t!on cu such drugs. 

(b) Fixed combinations represent a 
significant proportion of all marketed 
drugs. A H!C9 survey indicated that c-f the 
203 most widely trod prescription drugs, 
approximately 00 percent verts fixed com¬ 
bination dosaro forms. Over-the-counter 
drugs are for tiie most part combination 
drugs. 

(c) The Council on Drugs of the Amer¬ 
ican Medical Association lias consistently 
expressed tho need for a sound medical 
rationale for using Cru-rs in fixed cembi- 
natlons and has i rccr.tly roafiinued its 
long-.iandlng position tliat tho use of 
fixed-ratio combination drugs, r.ati- 
hi olios included, is with few except.ons 
neither a sound ncr judicious practice. 
Tho United fiintrs Fhamracopeir. has 
lo:c had a policy against Indus.on of 
combination druvs. 

\u/ xlm ICuUu.«»I .'V^utnuy u* Stic nets* 
National Research Council in its rte val¬ 
uation of rdl drugs marketed through 
the new-drug preoraures between 1938 
and 1552 to determine if the products 
were effective for r'.l their labeled !;,di¬ 
es tiens has clearly indicated the limi¬ 
tations In mcrUcal practice of fired 
ecmtunation dniru As p. result of their 
recommcndatlcns. r. number of widely 
used fixed cntibichc combinations have 
been removed from the market. 

(e) The complexities of the problems 
were apparent to tin; Food and Drug 
Administration in evaluating several 
hundred fixed combination dimes in tiro 
Drug Efficacy biudy; through the rev-few 
of pending new d.or applications end 
Notices of Claimed Exemption lor In¬ 
vestigational Drugs, end in reviewing 
the labeling of other marketed drugs, 
roliclcs resulting front consideration of 
these problems would have r.gniiicant 
Impact on the pa turn of ntodic.il r;.,c- 
tice. As a result, tut Ad Hoc Committee 
vt.s convened, conrht'ni; of ouictand ng 
c'. ports representative of r. cre^s r.i ction 
of medical disciplines, to r.rrLst in fc .mtt- 
lr.tluff tr.e mo.t scientifically round 
guidelines for general application to ce- 
tennino when a l.r i combination drug 
is latton.al. In adhlion, an nil Hoc Com- 
mlt'co fonit ’ing of members of ti-.o 
American Society cf Ph.’rmacolo; y and 
Experimental 'i licrapcutics prepared 
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TCCCtrjnvrdnUons on this problem r.t 
the rc>;uc:.t of the 1 cod turd Drus 
Adrn inlet rrtiou. 

<n K is rciorr.i-'d that fixed com¬ 
bination dru^s have- or may liste certain 
culvr.nianofi, In r.Ctii .’cu to enhanced 
safely or tiOrrey, over urj cf the indi¬ 
vidual irsi-editm-. These include: 

U) r&ttr.r f chcrcr.rj to a th,:rtpeuUc 
regimen, greater p-.’.rnt convent nee, 
and (treater economy than if cr ea ci tlo 
Ingredients wcic riven eeparatciy but 
concurrently. 

<;*) Availability o' JnfoTrr.aUon on hio- 
pharcixceutic com; r.i.fcUity or unantici¬ 
pated drive; into’ .vet Ions. 

<G) However, fixed combination drops 
also present disaov.mtmcB to thrvr wo. 
The neat common objections to these 
products are: 

(1) Lack of flexibility to net Just the 
clo.M.ve of ct.cli component to the individ¬ 
ual pr.tlcaf# needs. 

(2) Itnposuta ot p6tiont« to unneces¬ 
sary drv.ys when cue drug component 
alone would be effective. 

<S) Increased rev b'-’.ity of adverse 
reactions without increased efficacy. 

(h) listed on the. above cons; isra- 
ticr.s, cr.d In lire vhn the rccommanda- 
tions of expert r.dvirors end round 
pi-lnciples of medical practice, the tvod 
unit rvm-? A.dmtn*' r.vMrn t onclrdes: 

(1) Ths concorai'. an: athnir.iv;r?.t:on 
of two or more rr.ctiieir.nl acents r.ny be 
Indicated in the ttvciji-uit of a patient. 
However, the effects of drurs rue 
intrinsically to com;-leu that it is cen- 

' eraily cdvisfitic to p.iwiuister therapeutic 
agents (separately in order _tfc.it _tlvj 

Vs* *»wt* -»-**•'»■ — 

tion oi the individual clruia may bo 
varied in p.ocoulancc with the patient’* 
rcQuirements. 

(2) A combination of drug* in ono 
product ounces la ond implies on added 
usefulness over cv.i component alone, The 
Implied or susrco:ed tvefntoers. as veil 
as the eir.bna in tho hvfccbuj of a dnr:, 
must be considered by rhe Food cud Drug 
Artn'Jni.strp.jion in :ts evaluation of the 
validity of labciiny claims. 

(S) Fixed coniblr.r tioru of dru-e may 
be approved whore tl.cie is evidence of 
safety nnd EUbnionUnl evidence of ctfcc- 
tlvrnats showing tin t < aciv active ccm- 
pomr.t contributes ic> the effect claimed 
for the product in the followius 
clrcu.nri uncos: 

(i) Where components ure combined 
to: 

(a) Enhance efl’eacy (Increase pa- 
tcncy. prolong duration of cfc'tct, etc.), or 

(b) Enhance raftly (docrcnre tl ? in- 
cidwicv or severity of adverse reactions), 

or 


(c) Prevent r.hu' e or misuse. 

(11) Or where components would be 
clvi-cx concurrently r.nd the desntta 
(amount and Interval of r.ifcnlnfstrc.t’.on) 
of rich component is i tlir.t the S'.ri i 
combination is safe and eaactive for 
patients lcciv-rhsr rush concurrent 
therapy. The r.d’.T.ntnja of tha coni'. ha- 
t on must obtain for rll cvr.d.tiorj for 
which it is 1 itch'd, ior the virions dcj> 
tciieflui-u lesor.un ;nd?d. U>z the duration 
cf cri.v.<;o EU3E“-Vi, rv.d f.-.r moat 
patient for which tha prc<iuco is 
recommonded. 

(Hi) And civdlcs demoastrata that the 
pharmaceutical coin pour.dim: of the 
fi: :d cenMnr.tlon dnee not i ile-rfae with 
tfc.e fctocva'h.bilhy cf each of the lnsro-ti- 
ciits as conwarod with o.jn justi aticn of 
the Individual iRircd’.cnts separately but 
concurrently. 

(iv) In the event that a combination, 
presently the rubject of en apni-oved 
i;OA or antibiotic ir-our.; rsph. has not 
been rceomuccJ ns c'.'ovih.c by the Corn- 
mlsslcncr berecl on his evaluation of die 
appropriate MAS/l.’EC poeiel report, or 
for which sabstan'.ir,! evidence cf cficc- 
tlvrncss lias not otherwise been pre- 
,6Ciit-.-d, fonriulotion, iabclin-T or docayc 
chan -cs may be proposed wad racy re- 
eultin; com'olnatioa nmy meet the cp- 
nvr.nri'i'e criteria liited above. 

Interested rime ns moy, within 30 
days after publlcaUon hereof in the 1’nc- 
rr.Ai, Kccisirc, fil<s with the IfoaihiB 
Clerk, Department c i Health. Education, 
end Welfare. Room 0-C2. 6800 Ob die ra 
Lane. Rockville. V.d. 202b2, writton ccm- 
inonts (preferably In r.uintupiicale) re- 

, f __^ 4«. J_ ->•' I r »-»-'•» h n 

(jUtUsUft *»*•“ |'»W i »W-v.4. —•V 

accoinpanitri by a lutsmorunQUin or i>i*er 
In support thereof. 

Dated: l^bruary 16. 1971. 

Ciuatno C. Eov.’ARoa, 
Cocimtssfoncr oi I'ood and Drugs. 

(TO ncc.71-2233 Piled 3-17-71:8:63 cml 
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C-1 


Ar.. v 

vs*- 


GiiHrHSE 

21-51-580 


APR 2 


4 W7A 


A. Daniel Fusaro, Clerk 
United Staten Court of Appeals 
for the Second Circuit 
United States Courthouse 
Foley Square 

How York, New York 10007 


Re: 


Sterling Dru 
et nl., Nop «. 


r Inc., et al v. Weinberger 
jn- 1628 and 73~?JL { 1 1 _ 


b 


Deai( Mr. Fusaro: 


On Anril 19, 197*1, the Court of Appeals for the 
Wa^ipt !(- rsniumblp Circuit issued its opinion in^ ^ 
Cooper _Laboratories , Jtu^ v. Conniosioiitn; v.^. < «■ 


i.T7T~ir^ i -t - v 


uC ci 3 i Oi 1 4-%* i-cluvdiiu 


Cu i^uueii raised 


LCilCVC ^**^.0 *..- .. ,, A 

bv petitioners in the captioned case, especial y 1 
issue of adequate notice provided to an NDA ^^and Drur 
(Sterlinr*s "Alovaire" in this case) upon Food and Diug 
Administration notice of intended withdrawal for lack 
of substantial evidence of effectiveness. 

Sterling has twice (see pet. br. and letter dated 

January 21, mM arr.uojl that U M 3 ,? 0 c.^, ) Bl v“ SecreSv, 

t u„ microstlon in USV Pharmaceutical Corp^ v. «cm nry» 

\Tc v.fa ?55(D.S.-Cir.---lWrUTST^rt is ™*s buraon in 

the first instance to make a prina fac^ie^case in cletaxl 
that would warrant withdrawal (letter of January 29, 
197'!, P- 2). 

Tn Cooper, the District of Columbia Circuit has 
expressly 'repudiated its curlier position in lir.ht of 

?SS Supreme Court 1 s decioien in ^^r v 1^, 
Westcot t punnlnf, , Inc ., 'll? U.. buy UJu;* u 1 

n. 


??: 


Oil. " il in j* * , % ZSJ Z-* 4 4* 

r 'st” pp r l'f-J p , and accompany i ng, text.. 


> 




PL. REPLY TO DEF. POST-TRIM MEMO 
A. 226 


. ' ,T ° 1 ‘* avo enclosed four copies of the Conner nljn 

opinion and respectfully request that these copies mid 
this letter ho forwardc-d to the panel which has thic 
case nub , 1 ndicc . 


Very truly youro. 



HOWARD S. EPST 2 IH 
Attoi-ney for Respondents 

cc: James Swire» C3q. 
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Co^.~L”8icn:sr oil 1‘ocd .erJ Dru^o* 

Her cncLc.ii «r. r>« 


4 c;.v. 4r v> (t.::.?) 


The Court having cle ji/.xl plaintiffs* do Sion for: c 
prciliinlmr-.y injunction and dii.tr.iicscd the ooupla.uiU in a 
I'ercorandtua C pinion elated end filed October 31, 197% it is 
hereby 

ClSi-ilSED til at the ccxrploint end action shall be and 
hereby is dlsodcscd with costs to be taxed to plaintiffs. 
Dated: I’cn York* i?cn York 

/y’iU'. S~ t / r /7y 
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NOTICE 07 APPEAL 

i) / . 22o 

I'uNITED ST/iTES DISTRICT COURT 
i' SOUTH)-; RN DISTRICT 01’ NEW YORK 


'‘.STERLING DRUG INC., NINTH HOP 
•PRODUCTS, INC. and BREON 
^LABORATORIES, INC., 

I 

Plaintiffs, 

!! -against- 

l! 

;CASPAR W. WEINBERGER, Secretary 
of Health, Education and Welfare, 
and ALEXANDER M. SCHMIDT, 
jCommissioncr of Food and Drugs, 


Defendants. 


74 Civ. 420a (LWP) 
NOTICE OF APPEAL 


NOTICE IS HEREBY GIVEN that Sterling Drug Inc., 
iWinthrop Products, Inc. and Breon Laboratories, Inc., 

plaintiffs above named, hereby appeal to the United Stater, 

11 

Ironrt- of Rr.npals for thp Rernnfl Circuit from the final 


mnoment entered in this acLxoii un Luc mu >-.«> . 

ih 4 - 


Dated: New York, New York 

November G, 1974 


ROGERS HOGE & HILLS 


C ftb PAP- 0 JE/W 5 

p£PA D i= th/,\rvt 

t? o U c A D 0 w 2, [V f t /"Aft C 

I/O » ( I wO rc .m ( , 

Ate XAv* r> itj 'pc Aiw >nr 

* r - r-f/nrP/?oAb 

F'b/t-jrAS LAf't' 

A W t L l?, /v,-<y if.,i ft 

Pah L C uP-Aa^ 
i S Ai'T’cNWitV 
U -C b <* ittr-te w Sc 
Vo C Vo Yf, »<K , fo V , 


By _ 

7 A N Member of the Fi rm 
I Attorneys for Plaintiffs 
/ Office and P. 0. Address. 

/ 90 Park Avenue 

I New York, New York 1001G 
(212) 953-9200 
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